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PREFACE  TO  THE  SECOND  GERMAN  EDITION. 


Aftek  the  appearance  of  the  first  Swedish  edition  of  this  text-book  I 
was  asked  by  several  colaborers  abroad  to  provide  a  German  translation, 
which  was  at  that  time  impossible  for  several  reasons.  But  I  found  it  very 
difficult  to  decline  a  similar  proposal  which  I  received  from  many  col- 
leagues after  the  second  edition  appeared. 

I  yielded,  therefore,  to  their  expressed  wishes;  but  I  found  after  a 
time  that  it  was  impossible  to  obtain  a  translator  in  this  special  province 
of  science,  notwithstanding  the  unwearied  exertions  of  my  publisher. 
Nothing  remained  for  me  but  to  undertake  the  translation  myself ; 
hence  I  ask  the  reader's  indulgence  for  possible  idiomatic  or  literal  errors. 

Specialists  will  at  once  perceive  that  the  book  before  them  is  not  a 
complete  or  detailed  text-book.  My  intention  was  merely  to  supply 
students  and  physicians  with  a  condensed  and  as  far  as  possible  objective 
representation  of  the  principal  results  of  physiologico-chemical  research  and 
also  with  the  principal  features  of  physiologico-chemical  methods  of  work. 
It  seems  to  me  that  I  have  followed  a  common,  practical,  even  if  not 
strictly  correct  usage  in  allowing  space  in  this  book  to  the  more  important 
pathologico-chemical  facts,  although  I  have  given  the  book  the  title  Text- 
book of  Physiological  Chemistry. 

The  arrangement  of  subject-matter,  which  deviates  considerably  from 
that  generally  followed  in  text-books,  was  caused  by  the  manner  in  which 
physiological  chemistry  is  studied  in  Sweden.  Here  physiologico-  and 
pathologico-chemical  laboratory  practice  is  obligatory  on  all  students  of 
medicine.  In  the  arrangement  of  such  practical  work  I  continually  kept 
in  view  that  it  should  not  consist  of  isolated,'  purely  chemical  or  analytico- 
chemical  problems,  but  that,  as  far  as  possible,  it  should  always  go  hand  in 
hand  with  the  study  of  the  different  chapters  of  chemical  physiology. 

The  study  of  physiologico-chemical  processes  within  the  animal  body 
must  precede  the  study  of  its  component  parts,  its  fluids  and  tissues;  and 
this  latter  study,  according  to  my  experience,  will  then  only  inspire  true 
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interest  if  the  study  of  the  physiological  significance  of  those  component 
parts  be  closely  pursued  in  connection  with  that  of  the  transformations  which 
take  place  in  these  fluids  and  tissues. 

In  view  of  this  arrangement  of  subject-matter,  and  in  order  to  render 
my  book  of  greater  interest  and  utility  to  those  who  do  not  wish  to  take 
cognizance  of  its  analytico-chemical  part,  I  have  distinguished  the  latter  by 
different  setting  of  the  type.  With  the  exception  of  urinary  analysis,  which 
practically  is  of  peculiar  importance  and  which  has  been  treated  somewhat 
elaborately,  this  part  in  general  depicts  only  the  main  points  in  the  methods 
of  preparation  and  of  analytical  methods.  The  instructor  who  superintends 
the  laboratory  practice  and  who  chooses  the  problems  for  work  has  ample 
opportunity  to  give  the  beginner  the  necessary  advanced  directions,  and  for 
the  more  experienced  student,  as  well  as  for  the  specialist,  the  excellent 
works  of  Hoppb-Sexlbk,  Neubaueb-Huppbet,  and  others  render  more 
explicit  directions  superfluous. 

Olof  Hammaestek. 
Upsala,  OctoJer,  1890.  ' 


PREFACE  TO  THE  THIRD  GERMAN  EDITION. 


The  present  edition,  which  differs  from  the  second  in  the  arrangement 
of  matter,  contains  three  new  chapters.  The  wonderful  development  of 
our  knowledge  of  the  chemistry  of  the  carbohydrates  in  recent  times  has 
made  it  necessary  to  introduce  a  special  chapter  on  this  subject;  and  as 
the  two  chief  groups  of  organic  foods,  the  protein  substances  and  the  carbo- 
hydrates, are  treated  of  in  special  chapters,  the  third  group,  the  fats,  like- 
wise has  a  chapter  devoted  to  it.  It  also  appears  appropriate  to  treat  the 
rather  extensive  subject  of  the  chemistry  of  respiration  in  a  special  chapter 
and  not,  as  heretofore,  in  connection  with  the  blood.  Another  deviation 
from  the  earlier  editions  is  that  the  present  edition  is  supplied  with  the 
references  to  the  literature,  in  pursuance  of  the  request  made  on  many  sides. 
This  edition  is  also  thoroughly  revised  and  enlarged  according  to  the  advance- 
ment of  the  science;  still  it  was  naturally  impossible  to  incorporate  into  the 
text  the  various  papers  appearing  or  accessible  to  me  during  the  printing  of 
this  edition. 

Olof  Hammaksten, 
XJpBALA,  April,  1895. 

V 


PREFACE  TO  THE  FOURTH  GERMAN  EDITION. 


As  this  work  is  not  a  complete  handbook,  but  only  a  concise  text-book 
for  students  and  physicians,  I  haye  considered  it  veiy  desirable,  in  the 
preparation  of  this  edition,  not  to  enlarge  the  size  of  the  volume.  In  view 
of  the  vast  amount  of  new  material  supplied  during  the  last  four  years,  this 
task  was  a  very  difficult  one,  and  its  accomplishnient  was  made  possible  only 
by  excluding  those  theories  which  in  the  light  of  recent  researches  have 
become  obsolete,  and  by  condensing  some  portions  of  the  matter  of  the  pre- 
vious edition.  For  this  purpose  a  thorough  revision  of  some  of  the  chapters 
and  a  complete  rewriting  of  others  were  necessary.  By  means  of  a  new, 
space-saving  arrangement  of  foot-notes  the  number  of  references  to  litera- 
' '  ture  has  been  increased.  The  original  plan  of  the  book,  however,  remains 
unchanged. 

OiOF  Hammarstbh", 
XlPBAiA,  Aprii  17, 1899, 


TRANSLATOR'S  PREFACE  TO  THE  THIRD 
AMERICAN  EDITION. 


Eecognizing  the  importance  of  keeping  a  text-book  up  to  date,  and 
especially  one  on  a  subject  which  is  making  such  rapid  advances  as  physi- 
ological chemistry,  I  was  lead  to  make  a  translation  of  the  fourth  German 
edition  soon  after  the  second  American  edition  was  issued.  The  author's 
addenda  have  been  incorporated  into  the  text,  bringing  the  available  litera- 
ture up  to  April  1. 

John  A.  Mandel. 
November,  1899. 
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PHYSIOLOGICAL   CHEMISTRY. 


CHAPTEK  I. 
INTRODUCTION. 

It  follows  from  the  law  of  the  conservation  of  force  and  matter  that 
living  beings,  plants  -and  animals,  can  produce  neither  new  matter  nor  new 
force.  They  are  only  called  npon  to  appropriate  and  assimilate  already 
existing  material  and  to  transform  it  into  new  forms  of  force. 

Oat  of  a  few  relatively  simple  combinations,  especially  carbon  dioxide 
and  water,  together  with  ammoniam  compounds  or  nitrates,  and  a  few 
mineral  substances,  which  serve  as  its  food,  the  plant  builds  up  the 
extremely  complicated  constituents  of  its  organism,  proteids,  carbohydrates, 
fats,  resins,  organic  acids,  etc.  The  chemical  work  which  is  performed  in 
the  plant  must  therefore,  in  the  majority  of  cases,  consist  in  syntheses ;  but 
besides  these,  processes  of  reduction  take  place  to  a  great  extent.  The 
kinetic  energy  of  the  sunlight  induces  the  green  parts  of  the  plant  to  split 
off  oxygen  from  the  carbon  dioxide  and  water,  and  this  reduction  is  generally 
considered  as  the  starting-point  of  the  following  syntheses.  In  the  first 
place  formaldehyde  is  produced,  CO,  -j-  H,0  =  GH,0  +  0, ,  which  then 
by  condensation  is.  transformed  into  dextrose,  and  this  then  serves  in  the 
structure  of  other  bodies.  The  kinetic  energy  of  the  snn,  which  produces 
this  splitting,  is  not  lost;  it  is  only  transformed  into  another  form  of  force 
— into  the  potential  energy  or  chemical  tension  of  the  free  oxygen  on  the 
one  side,  and  the  combinations  less  oxygenated,  produced  by  the  synthesis, 
on  the  other  side. 

These  conditions  are  not  the  same  in  animals.  They  are  dependent 
either  directly,  as  the  herbivora,  or  indirectly,  as  the  carnivora,  upon  plant- 
life,  from  which  they  derive  the  three  chief  groups  of  organic  nutritive 
matter — proteids,  carbohydrates,  and  fats.  These  bodies,  of  which  the 
protein  sabstances  and  fat  form  the  chief  mass  of  the  animal  body,  undergo 
within  the  animal  organism  a  cleavage  and  oxidation,  and  yield  as  final 
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products  exactly  the  above-mentioned  chief  components  of  the  nutrition  of 
plants,  namely,  carbon  dioxide,  water,  and  ammonia  derivatives,  which  are 
rich  in  oxygen  and  have  little  energy.  The  chemical  tension,  which  is 
partly  combined  with  the  free  oxygen  and  partly  stored  up  in  the  above- 
mentioned  more  complex  chemical  compounds,  is  transformed  into  living 
force,  heat,  and  mechanical  work.  While  in  the  plant  reduction  processes 
and  syntheses,  which  are  active  in  the  conversion  of  living  force  into 
potential  energy  or  chemical  tension,  are  the  prevailing  forces,  we  find  in 
the  animal  body  the  reverse  of  this,  namely,  cleavage  and  oxidation 
processes,  which  convert  chemical  tension  into  living  force  {vis  viva). 

This  difference  between  animals  and  plants  must  not  be  overrated,  nor 
mast  we  consider  that  there  exists  a  sharp  boundary-line  between  the  two. 
This  is  not  the  case.  There  are  not  only  lower  plants,  free  from  chloro- 
phyll, which  in  regard  to  chemical  processes  represent  intermediate  steps 
between  higher  plants  and  animals,  but  the  difference  existing  between  the 
higher  plants  and  animals  is  more  of  a  quantitative  than  a  qualitative  kind. 
Plants  require  oxygen  as  peremptorily  as  do  animals.  Like  the  animal,  the 
plant  also,  in  the  dark  and  by  means  of  those  parts  which  are  free  from 
chlorophyll,  takes  up  oxygen  and  eliminates  carbon  dioxide,  while  in  the 
light  the  oxidation  processes  going  on  in  the  green  parts  are  overshadowed 
or  hidden  beneath  the  more  intense  reduction  processes.  Like  the  animal 
the  fermentive  fungi  transform  chemical  tension  into  living  energy  and 
heat ;  and  even  in  a  few  of  the  higher  plants — as  the  aroidecB  when  bearing 
fruit — a  considerable  development  of  heat  has  been  observed.  The  reverse 
is  found  in  the  animal  organism,  for,  besides  oxidation  and  splitting,  reduc- 
tion processes  and  syntheses  also  take  place.  The  contrast  which  seemingly 
exists  between  animals  and  plants  consists  merely  in  that  in  the  animal 
organism  the  processes  of  oxidation  and  splitting  are  prevalent,  while  in  the 
plant  those  of  redaction  and  synthesis  have  thus  far  been  observed. 

WoHLEE '  in  1834  furnished  the  first  example  of  synthetical 
PBOCESSES  within  the  animal  organism.  He  showed  that  when  benzoic  acid 
is  introduced  into  the  stomach  it  reappears  as  hippnric  acid  in  the  urine, 
after  it  combines  with  glycocoll  (amido-acetic  acid).  Since  the  discovery 
of  this  synthesis,  which  may  be  expressed  by  the  following  equation, 

C.H..COOH  -f  .NH,.CH,.OOOH  =  NH(C.H,.CO).CH,.COOH+  H,0, 

Benzoic  acid  Glycocoll  Hippuric  acid 

and  which  is  ordinarily  considered  as  a  type  of  an  entire  series  of  syntheses 
occurring  in  the  body  where  water  is  eliminated,  the  number  of  known 
syntheses  in  the  animal  kingdom  has  increased  considerably.  Many  of 
these  syntheses  have  also  been  artificially  produced  outside  of  the  organism, 

'  Berzelius,  Lebrb.  d.  Chemie,  ilbersetzt  von  Wehler,  Bd.  4.   Dresden,  1831. 
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and  numerous  examples  of  animal  syntheses  of  which  the  coarse  is  abso- 
lutely clear  will  be  found  in  the  following  pages.  Besides  these  well-studied 
syntheses,  there  occur  in  the  animal  body  also  similar  processes  nnquestion- 
ubly  of  the  greatest  importance  to  animal  life,  but  of  which  we  know 
nothing  with  positiveness.  We  enumerate  as  examples  of  this  kind  of 
synthesis  the  reformation  of  the  red-blood  pigment  (the  haemoglobin),  the 
formation  of  the  different  proteids  from  the  peptones,  tjie  formation  of  fat 
from  carbohydrates,  and  others. 

Formerly  the  view  was  generally  accepted  that  animal  oxidation  took 
place  in  the  fluids,  while  to-day  we  are  of  the  opinion,  derived  from  the 
investigations  of  Pfluger  and  his  pupils,'  that  it  is  connected  with  the 
form-elements  and  the  tissues.  The  question  how  this  oxidation  in  the 
form-elements  proceeds  and  how  it  is  induced  cannot  be  answered  with 
certainty. 

When  a  body  is  oxidized  by  neutral  oxygen  at  ordinary  temperature  or 
at  the  temperature  of  the  body,  the  body  is  called  easily  oxidized  or  auto- 
oxidized  and  the  process  is  called  a  direct  oxidation  or  autooxidation.  As 
the  oxygen  of  the  inhaled  air,  as  also  of  the  blood,  is  neutral,  molecular 
oxygen,  the  old  assumption  that  ozone  occurs  in  the  organism  has  now  been 
discarded  for  several  reasons.  On  the  other  hand  the  chief  groups  of 
organic  nutritives,  carbohydrates,  fat,  and  proteids,  the  last  two  forming 
the  chief  mass  of  the  animal  body,  are  not  autooxidizable  substances.  They 
are  on  the  contrary  bradoxidizable  (Traube)  or  dysoxidizable  bodies. 
They  are  nearly  indifferent  to  neutral  oxygen,  and  it  is  therefore  a  question 
how  an  oxidation  of  these  and  other  dysoxidizable  bodies  is  possible  in  the 
animal  body. 

In  explanation  it  is  very  generally  admitted  that  the  oxygen  is  made 
active  and  this  causes  a  secondary  oxidation.  It  is  generally  conceded  that 
in  autooxidation  a  cleavage  of  neutral  oxygen  takes  place.  The  autooxidiz- 
able substance  splits  the  oxygen  molecule  and  combines  with  one  of  the 
oxygen  atoms,  while  the  other  free  atom  as  active  oxygeti  may  oxidize  the 
simultaneously  present  dysoxidizable  substances.  Such  a  subordinate  oxi- 
dation is  called  an  indirect  or  secondary  oxidation.  The  explanation  of 
animal  oxidations  has  been  attempted  by  the  supposition  that  the  oxygen  is 
made  active  and  thus  produces  secondary  oxidation. 

The  cause  of  the  animal  oxidation  is  considered,  by  Pfluger  and 
several  other  investigators,  to  be  dependent  upon  the  special  constitution  of 
the  protoplasmic  proteids.  This  investigator  calls  the  proteids  outside  of 
the  organism,  and  also  those  which  circulate  in  the  blood  and  fluids,  "  non- 
living proteids  "  as  compared  to  those  which  are  converted  by  the  activity 

'  Pfltlger,  Pflflger'3  Arcliiv,  Bdd.  6  and  10  ;  Pinkler,  ibid.,  Bdd.  lOand  14  ;  Oertman, 
ibid.,  Bdd.  14  and  15 ;  Hoppe-Seyler,  ibid.,  Bd.  7.  -> 


4  INTRODUCTION. 

of  the  living  cell  into  living  protoplasm,  which  he  calls  "  living  proteids  " 
or  a  special  form  of  proteid  called  "  active  proteid  "  by  Loew.  It  is  now 
also  considered  that  this  "living  proteid"  differs  from  the  "non-living 
proteid  "  by  a  greater  mobility  of  the  atoms  within  the  molecule,  and  it 
may  be  characterized  by  a  greater  inclination  towards  intramolecular 
changes  of  position  of  these  atoms.  The  reason  for  these  greater  intra- 
molecular movemjents  Pflugee  ascribes  to  the  presence  of  cyanogen, 
Loew  to  the  presence  of  aldehydic  groups,  and  Latham  '  attributes  it  to 
the  presence  of  a  chain  of  cyanalcohols  in  the  proteid  mloecule. 

Pflugeb  considers  these  differences  between  ordinary  proteids  and 
living  protoplasmic  proteids  as  the  cause  for  the  oxidation  processes  in  the 
animal  organism.  These  processes  show  certain  similarity  to  the  oxidation 
of  phosphorus  in  an  atmosphere  containing  oxygen.  In  this  process  the 
phosphorus  is  not  only  itself  oxidized,  but,  as  it  splits  the  oxygen  molecules 
and  sets  free  oxygen  atoms  (active  oxygen),  it  may  cause  at  the  same  time 
an  indirect  or  secondary  oxidizing  action  upon  other  bodies  present.  In  an 
analogous  way  the  living  protoplasmic  proteid,  which  is  not,  like  dead 
proteid,  indifferent  to  molecular  oxygen,  may  cause  a  splitting  of  the 
oxygen  molecule,  thus  becoming  itself  oxidized,  and  at  the  same  time 
setting  oxygen  atoms  free,  which  may  cause  a  secondary  oxidation  of  other 
less  oxidizable  substances. 

According  to  Pflugek  the  oxygen  may  be  made  active  in  this  way. 
Active  oxygen  may  also  be  produced,  according  to  0.  Nassb,  by  a  hydroxy- 
lization  of  the  constituents  of  the  protoplasm  with  the  splitting  off  of  mole- 
cules of  water.  If  benzaldehyde  is  shaken  with  water  and  air  an  oxidation 
of  the  benzaldehyde  into  benzoic  acid  takes  place,  while  oxidizable 
substances  present  at  the  same  time  may  also  be  oxidized.  The  simul- 
taneous presence  of  potassium  iodide  and  starch  or  tincture  of  guaiacnm 
causes  a  blue  coloration  because  the  hydroxyl  (OH)  takes  the  place  of  the 
hydrogen  in  the  aldehyde  group,  and  these  two  hydrogen  atoms,  one  derived 
from  the  aldehyde  and  the  other  from  the  splitting  of  the  water,  have  a 
splitting  action  on  the  molecular  oxygen.  Nassb  and  Rosing  '  have  found 
that  certain  varieties  of  proteid  have  the  property  of  being  hydroxylized  in 
the  presence  of  water,  and  they  include  among  these  proteids  the  substance 
pJiilothion  prepared  by  De  Eey-Pailhade  '  from  yeast  and  animal  tissues 

'  Pfluger's  Aicbiv,  Bd.  10  ;  Loew  and  Bokorny,  Pfluger's  Arcliiv,  Bd.  25  ;  and  Loew, 
Oiict.,  Bd.  30 ;  O.  Loew,  The  Energy  of  Living  Protoplasm.  London,  1896  ;— Latham, 
Britisli  Medical  Journal,  1886. 

«  O.  Nasse,  Rostocker  Zeitiing,  No.  534,  1891,  and  No.  363, 1895  ;— E.  RSsing,  Unter- 
suchungen  ilber  die  Oxydatlon  von  Eiweiss  in  Gegenwart  von  Schwefel.  Inaug.  Dis. 
sert.     Rostock,  1891. 

3  Dc  Rey-Pailhade,  Recherches  exper.  sur  le  Pliilotblon,  etc.  Paris,  1891 ; — Nouvelles 
recherches  sur  le  Philothion.     Paris,  1893 ;— and  Chem.  Centralbl.,  1897,  Bd.  3,  8.  595.  ■ 
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and  considered  by  him  as  an  oxidation  fermeat.  According  to  "Nasse  a 
whole  series  of  oxidation?  in  the  animal  body  may  be  accoanted  for  by  the 
oxygen  atoms  set  free  in  the  hydroxylization  similar  to  that  of  benzalde- 
hyde. 

Another  very  widely  diffused  view  exists  in  regard  to  the  origin  of  the 
activity  of  the  oxygen,  namely,  that  by  the  decomposition  processes  in  the 
tissues  reducing  substances  are  formed  which  split  the  oxygen  molecule, 
uniting  with  one  oxygen  atom  and  setting  the  other  free. 

The  formation  of  reducing  substances  during  fermentation  and  putre- 
faction is  generally  known.  The  butyric  fermentation  of  dextrose  in  which 
hydrogen  is  set  free— C.H„0,  =:  C.H.O,  +  3C0,  +  3(HJ— is  an  example 
of  this  kind.  Another  example  is  the  appearance  of  nitrates  in  consequence 
of  an  oxidation  of  nitrogen  in  cases  of  putrefaction,  which  process  is  ordi- 
narily explained  by  the  statement  that,  in  putrefaction,  reducing,  easily 
oxidizable  bodies  are  formed  which  split  oxygen  molecules,  liberating 
oxygen  atoms  which  afterward  oxidize  the  nitrogen.  It  is  assumed  also 
that  the  cells  of  the  animal  tissues  and  organs  have  the  property  like  these 
lower  organisms,  which  cause  fermentation  and  putrefaction,  of  causing 
splitting  processes  in  which  easily  oxidizable  substances,  perhaps  also 
hydrogen  in  statu  nascendi  (HoppE-SEYLER),'are  produced.  The  observa- 
tions of  Ehrlich,  that  certain  blue  coloring  matters — alizarin  blue  and 
indophenol  blue — are  decolorized  by  the  tissues  of  the  living  animal  and 
become  blue  again  on  exposure  to  air,  seem  also  to  be  a  proof  of  the  occur- 
rence of  easily  oxidizable  combinations  in  the  tissues.  A  further  proof  of 
this  is  found  in  the  observations  of  C.  Ludwig  and  Alex.  Schmidt,'  that 
in  the  blood  of  asphyxiated  animals,  as  well  as  in  the  absence  of  oxygen,  an 
accumulation  of  reducing,  easily  oxidizable  substances  takes  place. 

In  accordance  with  what  has  been  stated  above,  we  may  assume  that  the 
oxidation  in  the  animal  body  takes  place  in  the  following  manner:  The 
forces  peculiar  to  protoplasm,  unknown  to  us,  but  acting  similarly  to  heat 
or  the  enzymes,  cause  a  cleavage,  producing  reducing  and  readily  oxidizable 
products  on  one  side  and  difficultly  oxidizable  products  on  the  other.  The 
first  may  be  directly  oxidized,  causing  also  a  secondary  oxidation  of  dysoxi- 
dizable  bodies.  The  products  formed  by  these  splittings  and  oxidations 
may  perhaps  in  part  be  burned  within  the  body  without  undergoing  further 
cleavage,  but  they  must  probably  first  undergo  a  further  cleavage  and  then 
succumb  to  consecutive  oxidation,  until  after  repeated  cleavage  and  oxida- 
tion the  final  products  of  metabolism  are  formed. 

Nevertheless  there  are  several  investigators  who  do  not  admit  of  the  sup- 

'  Hoppe-Seyler,  Pfliiger's  Archiv,  Bd,  12  ;  P.  Ehrlich,  Das  Saueistofflbeduifniss  des 
Organisraus.  Berlin,  1885  ; — Alex.  Schmidt,  Arbeiten  aus  der  physiol.  Austalt  zu 
Leipzig.     1867. 
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position  of  the  oxygen  becoming  active.  According  to  Teatjbe,  in  autooxi- 
dation  we  have  to  deal  in  the  first  place,  not  with  a  cleavage  of  the  oxygen, 
-but  with  a  splitting  of  water  in  which  the  hydroxyl  groups  of  the  water 
combine  with  the  oxidjzable  substance,  while  the  hydrogen  atom  set  free  on 
the  decomposition  of  the  water  unites  with  the  neutral  oxygen,  forming 
hydrogen  peroxide,  which  may  naturally  have  an  oxidizing  action.  Accord- 
ing to  the  view  of  Bach,  which  coincides  essentially  with  the  views  of  Eng- 
LER  and  Wild,  oxygen  atoms  are  not  taken  up  in  autooxidation,  but  entire 
oxygen  molecules,  which  by  the  rupture  of  the  doable  bonds  of  the  oxygen 

E— 0  yO 

molecule  form  peroxide  combinations  with  the  formula,  |  or  EY    |  . 

E— 0  ^0 

These  can  then,  like  hydrogen  peroxide,  give  up  an  oxygen  atom  to  a  dy- 
soxidizable  substance,  passing  into  normal  simple  oxides  E,0  or  E"0.  Bach' 
explains  in  this  way  the  oxidation  process  of  the  animal  body. 

Medyedew  "  has  studied  the  conditions  for  the  oxidation  of  salicylalde- 
hyde  by  tissue  extracts.  He  has  found  on  oxidation  that  two  molecules  of 
the  above  aldehyde  react  with  oxygen  instead  of  one.  His  investigations 
also  coincide  with  the  views  of  Bach,  Eutglek,  and  Wild  that  a  peroxide 

C.H,.OH.O^ 
combination,  •    is    produced    as    intermediate    step    in   this 

C.H..OH.C:^ 

oxidation. 

All  the  views  presented  thus  far  assume  a  continuous  oxidation  of  the 
primary  active  substance.  The ,  view  has  also  been  suggested  that  animal 
oxidation  may  be  brought  about  by  oxygen-carriers,  i.e.,  by  bodies  which, 
without  being  oxidized  themselves,  act  in  an  analogous  manner  to  the  nitric 
oxide  in  the  manufacture  of  sulphuric  acid  by  alternately  taking  up  and 
introducing  oxygen  in  the  oxidation  of  dysoxidizable  bodies.  Tkaube  has 
for  a  long  time  explained  the  oxidations  of  the  animal  body  in  this  way,  and 
he  calls  these  questionable  oxygen-carriers  oxidation  ferments.^ 

It  has  also  been  positively  proven  by  the  researches  of  Jaquet,  Sal- 
KowsKi,  Spitzer,  Eohmann,  Abelous  and  Biaenes,  Bektband,  Bol'- 
QUELOT,  De  Eey-Pailhade,  Medvedew,  Pohl,*  and  others,  that  in  the 

'  M.  Tniube,  Bev.  d.  deutsch.  chem.  Gesellsch.,  Bdd.  15,  18,  19,  32,  and  26;  Englcv 
and  Wild,  ibid.,  Bd.  30 ;  Bach,  Le  Mouiteur  scientifique,  1897,  and  Compt.  rend..  Tome 
124. 

2  Pfliiger's  AicUiv,  Bd.  74. 

'  M.  Tiiiube,  Theorie  der  Fermentwiikungen.     Berlin,  1858. 

*  Jaquet,  Arch.  f.  exp.  Patb.  u.  Pliarm.,  Bd.  29;  Salkowski,  Centralbl.  f.  d.  med. 
Wissenscb.,  1892  and  1894  ;  Virchow's  Arch.,  Bd.  147  ;  Spitzer,  Pfliiger's  Arcliiv.  Bdd. 
60  and  67 ;  Spilzer  and  I!&bmann,  Ber.  d.  deutsch.  cbem.  Gesellsch.,  Bd.  28;  Abeloua 
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blood  and  different  tissues  of  the  animal  body,  as  also  in  plant-cells, 
sabstances  occur  which  have  the  property  of  causing  certain  oxidations  and 
are  therefore  called  oxidation  ferments  or  oxidases.  The  exact  knowledge 
of  the  nature  of  these  oxidation  ferments  has  been  somewhat  advanced  by 
Spitzek,  who  has  been  able  to  isolate  ferruginous  nucleoproteids  from 
different  animal  organs,  such  as  the  liver,  kidneys,  testicles,  pancreas, 
which  act  as  oxygen-exciters.  These  proteids,  whose  iron  Spitzer  con- 
siders of  special  importance,  readily  decompose  hydrogen  peroxide,  but  they 
may  also  be  detected  in  other  ways,  such  as  by  the  formation  of  indophenol 
from  a-naphthol  and  paraphenyldiamin  in  the  presence  of  alkali.  It  is 
difficult  at  the  present  time  to  judge  of  the  importance  of  the  oxidation 
ferments  which  have  been  isolated  from  dead  tissues,  in  the  oxidation 
processes  of  the  living  animal  body.  Further  investigations  as  to  the 
nature  and  action  of  these  bodies  is  very  much  to  be  desired. 

LoEW,'  who  has  opposed  the  view  as  to  the  oxygen  becoming  active  with 
the  setting  free  of  oxygen  atoms,  has  sought  for  the  reason  of  the  oxidations 
in  the  active  proteid  of  the  cells.  The  active  movement  of  the  atoms 
within  the  active  proteid  molecule  is  transmitted  to  the  oxygen  and  to  the 
oxidizable  substance,  and  when  the  dissolution  of  the  molecule  has  proceeded 
to  a  certain  point  the  oxidation  occurs  by  the  chemical  affinity.  This 
oxidation  is  according  to  Loew  a  catalysis,  which  shows  great  analogy  to 
the  oxidation  of  alcohol  nnder  the  influence  of  platinum-black. 

ScHMiEDBBERG,"  who  also  denies  the  supposition  that  the  oxygen 
becomes  active,  is  of  the  view  that  the  tissue  by  the  mediation  of  the  oxida- 
tions do  not  increase  the  oxidizing  activity  of  the  oxygen,  but  more  probably 
act  on  the  oxidizing  substances,  making  them  more  accessible  to  oxidation. 

The  many  different  views  in  regard  to  the  oxidation  processes  show  us 
strikingly  how  little  positive  is  known  about  these  processes.  The  occur- 
rence of  numerous  intermediary  decomposition  products  in  the  animal  body 
teaches  us  that  the  oxidations  of  the  constituents  of  the  body  are  not  in- 
stantaneous and  sudden,  but  take  place  step  by  step,  and  hand  in  hand  with 
cleavages.  Most  investigators  are  agreed  that  these  decompositions  are 
similar  to  certain  oxidations  studied  by  Drechsel  '  outside  the  animal 
body,  where  oxidations  and  reductions  in  quick  succession  acted  together. 


«t  Biarnes,  Arch,  de  pliysiol.  (5),  Tomes  7,  8,  aud  9,  and  Compt.  rend.  soc.  biol..  Tome 
46  ;  Bertraud,  Arch,  de  physiol.  (5),  Tomes  8,  9,  aild  Compt.  rend.,  Tomes  123,  133,  134  ; 
Bourquelot,  Compt.  reud.  soc.  biol.,  Tome  48,  and  Compt.  rend.,  Tome  123;  De  Rey- 
Pailhade,  1.  c.  ;  Medvedew,  Pflilger's  Aich. ,  Bd.  65  ;  Pohl,  Arch.  f.  exp.  Path.  u. 
Pharm.,  Bd.  38. 

'  O.  Loew,  The  Energy  of  Living  Protoplasm.     London,  1896. 

'  Arch.  f.  exp.  Path.  u.  Phiirm.,  Bd.  14. 

•  Jour.  f.  prakt.  Chem.  (N.  F.),  Bdd.  22,  29,  38,  and  C.  Ludwig's  Festschrift,  1887. 
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The  views  are  divided  in  regard  to  the  manner  and  origin  of  this  coopera- 
tive action. ' 

The  oxidations  in  the  animal  body  have  long  been  designated  as  a 
combustion,  and  such  a  view  is  easily  reconcilable  with  the  above-mentioned 
views.  In  combustion  in  the  ordinary  sense,  as,  for  example,  the  burning 
of  wood  or  oil,  we  must  not  forget  that  the  substances  themselves  do  not 
combine  with  oxygen.  It  is  only  after  the  action  of  heat  has  decomposed 
these  bodies  to  a  certain  degree  that  the  oxidation  of  the  products  of  such, 
decomposition  takes  place  and  is  accompanied  by  the  phenomenon  of  light. 

An  important  source  of  the  living  energy  developed  in  the  body  is  to  be 
sought  for  in  the  oxidation  effected  by  oxygen  of  strong  potential  energy, 
bat  CLEAVAGE  PROCESSES  are  also  important.  In  these  complicated  chemi- 
cal compounds  are  reduced  to  simpler  ones,  and  therefore  the  atoms  change 
from  a  labile  equilibrium  to  a  stabler  one  and  stronger  chemical  afS.nities 
are  satisfied,  converting  chemical  potential  energy  into  living  energy  {vis 
viva).  The  best-known  example  of  such  a  splitting  process  outside  of  the 
animal  organism  is  the  ordinary  alcoholic  fermentation  of  dextrose, 
C,H,jO,  —  300,  +  2C,H,0,  in  which  process  heat  is  set  free.  The  animal 
body  may  also  have  a  source  of  energy  in  the  cleavage  processes  which  are 
not  dependent  on  the  presence  of  free  oxygen.  The  processes  taking  place 
in  the  living  muscle  yield  an  example  of  this  kind.  A  removed  muscle, 
which  gives  no  oxygen  when  in  a  vacuum,  may,  as  HERMANif "  has  shown, 
work,  at  least  for  a  time,  in  an  atmosphere  devoid  of  oxygen,  and  give  off 
carbon  dioxide  at  the  same  time. 

We  call  cleavage  processes  which  are  accompanied  by  a  decomposition  of 
water  and  then  a  taking  up  of  its  constituents  hydrolytic  cleavages.  These 
cleavages,  which  play  an  important  role  within,  the  animal  body,  and  which 
are  most  frequently  met  with  in  the  processes  of  digestion,  are,  for  example, 
the  transformation  of  starch  into  sugar  and  the  splitting  of  neutral  fats 
into  the  corresponding  fatty  acid  and  glycerin : 

C,H.(0,.H,.OJ,  +  3H,0  -  C,H,(OH),  -f  3(C„H„0,). 

Tristearin  Glycerin  Stearic  acid 

As  a  rule  the  hydrolytic  cleavage  processes  as  they  occur  in  the  animal 
body  may  be  performed  outside  of  it  by  means  of  higher  temperatures  with 
or  without  the  simultaneous  action  of  acids  or  alkalies.  Considering  the 
two  above-mentioned  examples,  we  know  that  starch  i?  converted  into 
sugar  when  it  is  boiled  with  dilute  acids,  and  also  that  the  fats  are  split 
into  fatty  acids  and  glycerin  on  heating  them  with  caustic  alkalies  or  by 
the  action  of  superheated  steam.     The  heat  or  the  chemical  reagents  which. 


'  See  M.  Nencki,  Avcli.  des  sciences  biol.  de  St.  Petcisbourg,  Tome  1,  p.  483. 
^  Untersuchungen  ilber  den  Stoflwechsel  der  Miiskeln.     Berlin,  1867. 


FERMENTS  AND  ENZYMES.  9 

are  used  for  the  performance  of  these  reactions  wonld  cause  immediate 
death  if  applied  to  the  living  system.  Consequently  the  animal  organism 
must  have  other  means  at  its  disposal  which  act  'similarly,  but  in  such  a 
manner  that  they  may  work  without  endangering  the  life  or  normal  consti- 
tution of  the  tissues.  Snch  means  have  been  recognized  in  the  so-called 
unorganized  ferments  or  enzymes. 

Alcoholic  fermentation,  as  well  as  other  processes  of  fermentation  and 
putrefaction,  is  dependent  upon  the  presence  of  living  organisms,  ferment 
fungi  and  splitting  fungi  of  different  kinds.  The  ordinary  view,  according 
to  the  researches  of  Pasteur,  is  that  these  processes  are  to  be  considered  as 
phases  of  life  of  these  organisms.  The  name  organised  ferments  ox  ferments 
has  been  given  to  snch  micro-organisms  of  which  ordinary  yeast  is  an 
example.  However,  the  same  name  has  also  been  given  to  certain  bodies  or 
mixtures  of  bodies  of  unknown  organic  origin  which  are  products  of  the 
chemical  work  within  the  cell,  and  which  after  they  are  removed  from  the 
cell  still  have  their  characteristic  action.  Such  bodies,  for  example  malt 
diastase,  rennin,  and  the  digestive  ferments,  are  capable  in  the  very  smallest 
quantity  of  causing  a  decomposition  or  cleavage  in  very  considerable 
quantities  of  other  substances  without  entering  into  permanent  chemical 
combination  with  the  decomposed  body  or  with  any  of  the  cleavage  or 
decomposition  products.  These  formless  or  unorganized  ferments  are 
generally  called  enzymes,  according  to  Kuhnb. 

A  ferment  in  a  more  restricted  sense  is  therefore  a  living  being,  while 
an  enzyme  is  a  product  of  chemical  processes  in  the  cell,  a  product  which 
has  an  individuality  even  without  the  cell,  and  which  may  be  active  when 
separated  from  the  cell.  The  splitting  of  invert-sugar  into  carbon  dioxide 
and  alcohol  by  fermentation  is  a  fermentative  process  closely  connected  with 
the  life  of  the  yeast.  The  inversion  of  cane-sugar  is,  on  the  contrary,  an 
enzymotic  process  caused  by  one  of  the  bodies  or  mixture  of  bodies  formed 
by  the  living  ferment,  which  can  be  severed  from  this  ferment,  and  still 
remains  active  even  after  the  death  of  the  latter.  Consequently  ferments 
and  enzymes  are  capable  of  manifesting  a  different  behavior  towards  certain 
chemical  reagents.  Thus  there  exist  a  number  of  substances,  among  which 
we  may  mention  arsenious  acid,  phenol,  salicylic  acid,  boracic  acid,  sodium 
fluoride,  chloroform,  ether,  and  others,  which  in  certain  concentration  kill 
ferments,  but  which  do  not  noticeably  impair  the  action  of  the  enzymes. 

The  above  view  as  to  the  difference  between  ferments  and  enzymes  has 
lately  been  essentially  shaken  by  the  researches  of  E.  Buchner.'  He  has 
been  able  to  obtain  from  beer-yeast,  by  grinding  and  strong  pressure,  a  cell 
fluid  rich  in  proteid  which  when  introduced  into  a  solution  of  a  fermentable 

'  E.  BiichneT.'Bev.  d.  deutscb.  chem.  Gesellsch.,  Bdd.  30  and  31  ;  E.  Bucbner  and 
Rapp,  iMd.,  Bd.  31. 
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sugar  caused  a  violent  fermentation.  The  objections  suggested  from 
several  sides  that  the  fluid  expressed  .still  contained  dissolved  living  cell 
substance  has  been  answered  by  several  important  observations  made  by 
E.  and  H.  Buchnee.  '  Among  these  observations  we  must  mention  the 
following:  The  active  constituent  of  the  cell  fluid,  zymase,  is  not  influenced 
in  its  action  by  either  chloroform  or  sodium  arsenite  solution  (Ij^), 
while  these  bodies,  on  the  contrary,  completely  destroy  the  fermentative 
action  of  the  living  yeast-cell.  The  activity  of  the  zymase  is  not  impaired 
l)y  quantities  of  glycerin,  which  completely  destroy  fermentation  produced 
by  means  of  the  yeast-cell.  According  to  Buchker  alcoholic  fermentation 
is  not  directly  connected  with  the  organized  structure  of  the  cell,  but  pro- 
duced by  soluble  products  secreted  by  the  cells,  or  at  least  separated 
therefrom. 

If  the  conclusions  drawn  by  Buchneb  from  these  important  researches 
are  correct,  and  if,  as  is  to  be  expected,  it  can  be  applied  to  other  micro- 
organisms, then  we  can  understand  the  action  of  the  above-mentioned  anti- 
fermentative  and  anti-putrefactive  substances  in  that  they  prevent  the 
production  of  the  active  bodies  by  killing  the  cells  or  crippling  their  func- 
tions." 
/  As  the  enzymes  may  act  outside  of  the  cell,  i.e.,  extracellular,  still  this 
■does  not  preclude  the  possibility  that  we  may  also  have  enzymes  which 
develop  their  action  within  the  cell  and  are  therefore  intracellular.  As  an 
example  of  such  an  enzyme  we  may  mention  the  enzyme  existing  in  the 
micrococcus  uresB,  which  has  the  power  of  decomposing  urea,  and  also 
another  enzyme,  produced  by  a  bacterium,  which  decomposes  calcium 
formate  into  calcium  carbonate,  carbon  dioxide,  and  hydrogen. 

It  is  doubtful,  indeed  highly  improbable,  whebher  it  has  been  possible 
Tip  to  the  present  time  to  isolate  any  enzyme  in  a  pure  state.  Therefore ' 
the  nature  of  the  enzymes  and  their  elenlentary  composition  are  unknown. 
Such  as  have  been  obtained  thus  far  appear  to  be  nitrogenized  and  to  be 
similar  in  some  degree  to  proteid  bodies.  The  enzymes  are  considered  as 
proteid  bodies  by  many  investigators,  but  this  opinion  has  not  sufficient 
foundation.  It  is  indeed  true  that  the  enzymes  isolated  by  certain  investi- 
gators act  like  genuine  proteid  bodies;  but  it  is  undecided  whether  or  not 
the  products  isolated  in  these  instances  were  pure  enzymes  or  were  com- 
posed of  enzymes  contaminated  with  proteids. 


?  H.  Buchner,  Sitzungsber.  d.  Gcsellscli.  f  Morpliol.  u.  Physiol,  in  Milnchen,  Bd. 
13,  1897,  Heft  1,  which  also  contains  the  ilis(i;>sii  n  on  this  topic.  See  also  Stavenhfigtn, 
Ber.  d.  deutsch.  Chem.  Gesellsch.,  Bd.  30. 

'  The  recent  works  on  this  disputed  question  may  be  found  by  referring  to  Abeles; 
Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  31  ;  Buchner  and  Rapp,  ibid.,  Bd.  33;  Wro- 
blewski,  Centralbl.  f.  Physiologic,  Bd.  13. 
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The  enzymes  may  be  extraobed  from  the  tissues  by  means  of  water  or 
glycerin,  especially  by  the  latter,  which  forms  very  stable  solutions  and 
consequently  serves  as  a  means  of  extracting  them.  The  enzymes, 
generally  speaking,  do  not  appear  to  be  diffusible.  They  are  readily  carried 
down  with  other  substances  when  these  precipitate  in  a  finely  divided  state, 
and  this  property  is  extensively  taken  advantage  of  in  the  preparation  of 
pure  enzymes. '  The  property  of  many  enzymes  of  decomposing  hydrogen 
peroxide  is,  according  to  Alex.  Schmidt,  not  dependent  upon  the  enzyme, 
but  is  caused  by  the  contamination  of  the  enzyme  with  constituents  from 
the  protoplasm.  This  coincides  witli  the  observations  of  Jacobsen"  on 
emulsin,  pancreas  enzyme,  and  diastase,  that  the  catalytic  property  may  be 
destroyed  by  proper  means  without  diminishing  the  specific  enzymotic 
action.  The  continued  heating  of  their  solutions  above  +  80"  0.  generally 
destroys  most  of  the  enzymes.  In  the  dry  state,  however,  certain  enzymes 
may  be  heated  to  100°  or  indeed  to  150°-160°  0.  without  losing  their 
power.     The  enzymes  are  precipitated  from  their  solutions  by  alcohol. 

We  have  no  characteristic  reactions  for  the  enzymes  in  general,  and  each 
enzyme  is  characterized  by  its  specific  action  and  by  the  conditions  under 
which  it  operates.  But  it  must  be  stated  that,  however  the  different 
enzymes  may  vary  in  action,  they  all  seem  to  have  this  in  common,  that  by 
their  presence  an  impulse  is  given  to  split  more  complicated  combinations 
into  simpler  ones,  whereby  the  atoms  arrange  themselves  from  an  unstable 
«quilibrium  into  a  more  stable  one,  chemical  tension  is  transformed  into 
living  force,  and  new  products  are  formed  with  lower  heat  of  combustion 
than  the  original  substance.  The  presence  of  water  seems  to  be  a  necessary 
factor  in  the  perfection  of  such  decompositions,  and  the  chemical  process 
seems  to  consist  in  the  taking  up  of  the  elements  of  water. 

The  action  of  the  enzymes  may  be  markedly  influenced  by  external  con- 
ditions. The  reaction  of  the  liquid  is  of  special  importance.  Certain 
enzymes  act  only  in  acid,  others,  and  tlie  majority,  on  the  contrary,  act  only 
in  neutral  or  alkaline  liquids.  Certain  of  them  act  in  very  faintly  acid  as 
well  as  in  nentral  or  alkaline  solutions,  but  best  at  a  specific  reaction.  The 
temperature  exercises  also  a  very  important  influence.  In  general  the 
activity  of  enzymes  increases  to  a  certain  limit  with  the  temperature.  This 
limit  is  not  always  the  same,  but  depends,  like  the  destructive  action  of 
high  temperatures,  essentially  upon  the  quantity  of  enzyme  and  other  con- 
ditions.'    The  products  of  the  enzymotic  processes  exercise  a   retarding 


•  Biilcke,  Wiener  Sitzungsbericlit,  Bd.  43.     1861. 

'  Al.    S(;hmidl,   Zur  Blutlebre.      Leipzig,   1893 ;— Jiicobsen,    Zeitsclir.    f.   pbysiol. 
Chemie,  Bd.  16,  8.  340. 

»  Taramanu,  Zeitschi-.  f.  pbysiol.  Chera.,  Bd.  16,  S.  371  ;  Pugliesie,  Pflugcr's  Arch., 

Bd.  69.  ^^ 
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influence  in  proportion  as  they  accamnlate.  Additions  of  various  kinds 
may  have  a  retarding  and  others  an  accelerating  action.' 

An  enzyme  considered  in  the  proper  sense  is  one  which  has  the  property 
of  producing  hydrolytic  cleavage.  The  three  most  important  groups  of 
these  are  the  amylolytic  or  diastatic,  the  proteolytic  or  those  converting 
proteids  into  soluble  modifications,  and  the  steatolytic  or  fat-splitting 
enzymes.  Jnvertin,  which  splits  disaccharides  into  monosaccharides, 
belongs  to  the  true  enzymes,  also  the  urea-  splitting  and  glucoside-splitting 
pnzymes,  which  occur  especially  in  higher  plants.  The  proteid-coagulating 
enzymes  occupy  a  special  position  amongst  the  enzymes.  The  mode  of 
action  of  these  enzymes,  amongst  which  we  reckon  chymosin  (renniu),  or 
casein-coagulating,  and  fibrin  ferment,  or  blood-coagulating,  is  still  less 
known  than  the  others.  It  is  rather  generally  admitted  that  we  here  also 
have  to  deal  with  a  hydrolytic  cleavage,  but  still  this  has  not  been  positively 
confirmed. 

We  are  still  in  the  dark  in  regard  to  the  manner  in  which  these  enzymes 
act.  Starting  with  the  assumption  that  when  the  free  ions  are  set  free  by 
the  action  of  enzymes  the  electrical  conductivity  of~tbft  water  must  be  raised, 
0.  Nasse"  experimented  with  soluble  starch,  partly  boiled  and  partly 
unboiled,  and  diastase,  and  determined  the  resistance  according  to  Kohl- 
eausch's  method  and  observed  a  considerable  increase  in  the  conductivity 
of  the  active  diastase  solutions.  The  enzymes  by  their  action  show  in  many 
regards  a  great  similarity  to  so-called  catalytic  or  contact  action,  and  it  is 
the  generally  accepted  view  that  the  enzyme  action  consists  of  a  transfer  of 
movement  to  the  substance  to  be  split. 

As  above  stated,  the  enzymes  are  of  great  importance  for  the  chemical 
processes  going  on  in  the  digestive  tract,  but  we  have  to  add  that  the 
results  of  their  action  are  greatly  complicated  by  processes  of  putrefaction 
which  take  place  in  the  intestine  at  the  same  time,  and  which  are  caused  by 
micro-organisms.  Micro-organisms  therefore  exercise  a  certain  influence  on 
the  physiological  processes  of  the  animal  body.  These  organisms,  when 
they  enter  the  animal  fluids  and  tissues  and  develop  and  increase,  are  of  the 
greatest  pathological  importance,  and  modern  bacteriology  in  relation  to  the 
doctrine  of  infectious  diseases,  founded  by  Pasteuk  and  Koch,  gives 
efficient  testimony  to  these  facts. 

Putrefaction  caused  within  the  animal  fluids  and  tissues  by  lower 
organisms  may  produce,  among  others,  combinations  of  a  basic  nature. 
Such  bodies  were  first  found  by  Selmi  in  human  cadavers,  and  called  by 
him  cadaver  alkaloids  or  ptomaines.     These  ptomaines,  which  have  been 


'  Fermi  and  Pernossi,  Zeitschr.  f.  Hygiene,  Bd.  18.     An  index  of  the  literature  on 
enzymes  rpay  be  found  v.  in  Moraczewslji,  Pfltlger's  Arch.,  Bd.  69. 
'Rostocker'ZtK.,  1894j. 
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isolated  from  cadavers  and  some  from  putrefying  proteid  mixtures,  hare 
been  closely  studied  by  Selmi,  Brieger,  and  Gautiee  '  and  are  considered 
as  products  of  chemical  processes  cansed  by  putrefaction  microbes.  The 
first  ptomaine  to  be  analyzed  was  collidin,  OjH„N,  obtained  by  Wencki," 
on  the  putrefaction  of  gelatin  with  pancreas.  Since  then  many  ptomaines 
have  been  analyzed  by  GtAUTIEK  and  especially  by  Bkiegee.  Certain  of 
the  ptomaines  originate  undoubtedly  from  lecithin  and  other  so-called 
extractives  of  the  tissues,  but  the  majority  seem  to  be  derived  from  the 
protein  substances  by  decomposition. 

Some  ptomaines,  although  all  belong  to  the  aliphatic  series,  contain 
oxygen,  and  others  are  free  from  oxygen.  The  majority  of  the  true 
ptomaines  belong  to  the  latter  group.  Most  of  the  ptomaines  isolated  by 
Bkiegek  are  diamines  or  compounds  derived  from  the  same.  Amongst  the 
diamines  we  have  two,  cadaveri7i,  or  pentamethylendiamin,  C,H„N, ,  and 
putrescin,  or  tetramethylendiamin,  C,H„]Sr, ,  which  are  of  special  interest 
because  they  have  been  found  in  the  intestinal  tract  and  urine  in  certain 
pathological  conditions,  namely,  cholera  and  cystinnria."  Some  of  the" 
ptomaines  are  exceedingly  poisonous,  while  others  are  not.  The  poisonous 
ones  are  called  toxines,  according  to  the  suggestion  of  Beieger. 

The  formation  of  such  toxines  in  the  decompositions  caused  by  putrefac- 
tive microbes  makes  it  probable  that  the  lower  organisms  acting  in  infectious 
diseases  also  produce  poisonous  substances  which  may  cause  by  their  action 
the  symptoms  or  complications  of  the  disease.  Beiegee,  who  has  become 
prominent  by  his  study  of  this  subject,  has  been  able  to  isolate  from 
typhoid  cultures  a  substance  called  typhotoxin,  which  has  a  poisonous  action 
on  animals;  and  he  has  also  prepared  another  substance,  tetanin,  from  the 
amputated  arm  of  a  patient  with  tetanus,  animals  inoculated  with  which  die 
exhibiting  symptoms  of  developed  tetanus.* 

As  above  stated,  the  chemical  processes  in  animals  and  plants  do  not 
stand  in  opposition  to  each  other;  they  offer  difEerences  indeed,  but  still 
they  are  of  the  same  kind  from  a  qualitative  standpoint.  Pflugee  says 
that  there  exists  a  blood-relationship  between  all  living  cells  of  the 
animal  and  vegetable  kingdoms,  and  that  they  originate  from  the  same 
root;  and  if  the  unicellular  plant  organisms  can  decompose  protein  sub- 

'  Selmi,  SuUe  ptomaine  od  alalcoidi  cadaverici  e  loro  importauza  in  tosaioologia. 
Bologna,  1878.  Ber.  d.  deutsch.  cliem.  Gesellsch.,  Bd.  11.  Coirespoud.  by  H.  Schifl  ; — 
Brieger,  Uebei-  Ptomaine,  Parts  1,  2,  and  3.  Berlin,  1885-1886  ; — A.  Gautier,  Traitfi  de 
chimie  appliquee  3.  la  physiologie,  Tome  2,  1873.     Compt.  rendus.  Tome  94. 

'  Ueber  die  Zersetzung  der  Gelatine,  etc.     Bei-n,  1876. 

'Brieger,  Berlin,  klin.  Wochenschr.,  1887;  Baiimann  and  Udransky,  Zeltschr.  f. 
physiol.  Chem.,  Bdd.  13  and  15 ;  Brieger  and  Stadthagen,  Berlin,  klin.  Wochenschr., 
1889. 

*  Brieger,  Virchow's  Arch.,  Bdd.  112  and  115.  Also  Sitzungsber.  d.  Berl.  Akad.  d. 
W.,  1889,  and  Bert.  klin.  Wochenschr.,  1888. 
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stances  in  sach  a  manner  as  to  prodace  poisonous  substances,  why  should 
not  the  animal  body,  which  is  only  a  collection  of  cells,  be  able  to  produce 
under  physiological  conditions  similar  poisonous  substances  ?  It  has  been 
known  for  a  long  time  that  the  animal  body  possesses  this  ability  to  a  great 
extent,  and  as  well-known  evidence  of  this  ability  we  may  mention  various 
nitrogenized  extractives  and  poisonous  constituents  of  the  secretions  of 
certain  animals.  Those  substances  of  basic  nature  which  are  incessantly 
and  regularly  produced  as  products  of  the  decomposition  of  the  protein 
substances  in  the  living  organism,  and  which  therefore  are  to  be  considered 
as  products  of  the  physiological  exchange  of  material,  have  been  called 
ieucomaines  by  Gautiee  '  in  contradistinction  to  the  ptomaines  and  toxinea 
produced  by  micro-organisms.  These  bodies,  to  which  belong  several  well- 
known  animal  extractiveSj  were  isolated  by  Gautier  from  animal  tissues 
such  as  the  muscles.  The  hitherto  known  Ieucomaines,  of  which  a  few  are 
poisonous  in  small  amounts,  belong  to  the  cholin,  the  uric  acid,  and  the 
creatinin  group. 

The  Ieucomaines  are  considered  as  being  of  certain  importance  in  caus- 
ing disease.  It  has  been  contended  that  when  these  bodies  accumulate  on 
account  of  an  incomplete  excretion  or  oxidation  in  the  system,  an  auto- 
intoxication may  be  produced  (Bouchaed"  and  others). 

The  toxines  and  the  poisonous  Ieucomaines  are,  however,  neither  the 
only  nor  the  most  active  poison  produced  by  the  plant  or  animal  cell. 
Later  investigations  have  shown  that  certain  plants  as  well  as  animals  can 
produce  proteids  which  are  exceedingly  poisonous.  Such  poisonous  proteids 
have,  for  example,  been  isolated  from  the  jequirity  and  castor  beans,  as  also 
from  the  venom  of  snakes,  spiders,  and  other  animals.  The  toxic  proteids 
produced  by  pathogenic  micro-organisms  are  of  special  interest.  Bodies- 
have  been  isolated  from  the  cultures  of  various  pathogenic  microbes  which 
are  exceedingly  poisonous  and  which  reproduce  the  symptoms  of  infection 
more  exactly  than  the  toxines.  These  bodies,  whose  proteid  nature  is  still 
questioned,  have  been  called  toxallumins  by  Beieger  and  Feankel. 

It  is  of  great  interest  that  we  know  also  of  proteid  bodies  such  as  the 
so-called  alexines  in  the  blood-serum,  which  have  a  germicidal  or  bacteri- 
cidal action.  On  the  other  hand  we  also  have  bodies  of  an  alleged  proteid 
nature  which  produce  an  immunity  in  the  animal  body  agaiust  infection 
with  a  certain  microbe  or  protection  against  the  poison  produced  by  the 
same  microbe,  so-called  antitoxins.  The  great  importance  of  these  observa- 
tions is  apparent,  but  as  it  is  not  within  the  range  of  this  book  we  will  not 
further  discuss  the  subject. 

'  Bull.  soc.  cbim.,  43,  and  A.  Qaulier,  Sur  les  alcaloldes  derives  de  la  destructioa 
bactei'ienne  ou  physiologique  des  tissus  animaux.     Paris,  1886. 

'  Boucbaril.  Legons  sur  les  iiuto-intoxiralions  dans  les  maladies.     Paris,  1887. 


CHAPTEE  II. 
THE  PROTEIN  SUBSTANCES. 

The  chief  mass  of  the  organic  constituentB  of  animal  tissnes  consists  of 
amorphoas,  nitrogenized,  very  complex  bodies  of  high  molecular  weight. 
These  bodies,  which  are  either  proteids  in  a  special  sense  or  bodies  nearly- 
related  thereto,  take  first  rank  among  the  organic  constituents  of  the  animal 
body  on  account  of  their  great  abundance.  For  this  reason  they  are  classed 
together  in  a  special  group  which  has  received  the  name  protein  group 
(from  Ttpcarevo,  I  am  the  first,  or  take  the  first  place).  The  bodies 
belonging  to  these  several  groups  are  called  protein  substances,  although  in 
a  few  cases  the  proteid  bodies  in  a  special  sense  are  designated  by  the  same 
name. 

The  several  ^ro^em  substances  contain  carbon,  hydrogen,  nitrogen,  and 
oxygen.  The  majority  contain  also  sulphur,  e^iew  phosphorus,  and  a  few 
also  iron.  Copper,  iodine,  and  bromine  have  been  found  in  some  few  cases. 
On  heating  the  protein  substances  they  gradually  decompose,  producing 
inflammable  gases,  ammoniacal  compounds,  carbon  dioxide,  water,  nitrogen- 
ized bases,  as  well  as  many  other  bodies,  and  at  the  same  time  they  emit  a 
strong  odor  of  burnt  horn  or  wool.  On  deep  cleavage  with  acids-  they  all 
yield,  besides  nitrogenous  bases,  abundance  of  monoamido  acids  of  different 
kinds.' 

It  is  at  present  impossible  to  decide  on  a  classification  of  the  protein 
substances  based  upon  their  properties,  reactions,  and  constitution,  as  well 
as  upon  their  solubilities  and  precipitations,  corresponding  to  the  demands 
of  science.  The  best  classification  is  perhaps  the  following  systematic 
summary  of  the  better  known  and  studied  animal  'protein  sabstances,  due 
chiefiy  to  Hoppe-Setler  and  Deechsel." 

'  According  to  the  view  generally  accepted  up  to  the  present  time  only  those  sub- 
stances are  called  true  proteins  which  also  yielded  monoamido  acids  on  cleavage.  The 
protamlna  will  therefore  be  discussed  as  an  appendix  to  the  protein  substances. 

•  See  "EiweisskOrper,"  Ladenburg's  HandwSrterbucli  derChemie,  Bd.  3,  S.  534-589, 
which  gives  a  very  complete  summary  of  the  literature  of  protein  substances  up  to  1885. 
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Albumins 


Globulins 


I.  Simple  Froteids  or  Albuminous  Bodies. 

r  Seralbumin, 
. .  <  Ovalbumin, 
{  Lactalbumin. 

f  Fibrinogen, 
Myosin, 
Musculin, 
Grystallin. 
j  Casein, 
' '  \  Ovovitellin  {?),  and  others, 
j  Acid  albuminate, 
1  Alkali  albuminate. 


Nucleo-albumins 


Albuminates 


Albumoses  (and  Peptones). 
Coagulated  Froteids .       '  ' 


Haemoglobins. 
Glycoproteids  . 


ITucleoproteids. 


(  Proteids  coagulated  by  heat,  and  others. 
II.  Compound  Froteids. 


Mucins  and  Mucinoids 

Hyalogens, 

Amyloid, 

Ichthulin,  and  others. 

Helicoproteid. 
f  Nucleohiston, 
\  Gytoglobin,  and  others. 


III^  Albumoids  or  Albuminoids. 

Keratin. 

Elastin. 

Collagen. 

Beticulin. 

(ribroin,  Sericin,  Cornein,  Spongin,  ConchioUn,  Byssus,  and  others.') 

To  this  summary  must  be  added  that  we  often  find  in  the  investigations 
of  animal  fluids  and  tissues  protein  substances  which  do  not  coincide  with 
the  above  scheme,  or  do  so  only  with  difficulty.  At  the  same  time  it  must 
be  remarked  that  bodies  will  be  found  which  seem  to  rank  between  the 
difEerent  groups,  hence  it  is  very  difficult  to  sharply  divide  these  groups. 

■  The  classification  of  the  proteins  is  a  very  difficult  task,  and  no  one  has  up  to  the 
present  time  been  able  to  suggest  such  a  classification  free  from  exceptions.  Under  these 
circumstances,  and  as  it  appears  desirable  not  to  enlarge  upon  the  existing  uncertainty  of 
the  nomenclature  in  use,  the  author  considers  it  unnecessary  to  change  the  above  sum- 
mary. In  regard  to  other  classifications,  see  Neumeister,  Lehrbuch  der  pbysiol.  Chem,, 
2.  Aufl.,  1897,  and  Wroblewski,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  30. 
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I,  Simple  Proteids  or  Albuiuiiious  Bodies. 

The  simple  proteids  are  never-failing  constituents  of  the  animal  and 
vegetable  organisms.  They  are  especially  found  in  the  animal  body,  where 
they  form  the  solid  constituents  of  the  muscles,  glands,  and  the  blood- 
serum,  and  they  are  so  generally  distributed  that  there  are  only  a  few 
animal  secretions  and  excretions,  such  as  the  tears,  perspiration,  and  perhaps 
urine,  in  which  they  are  entirely  absent  or  only  occur  as  traces. 

All  albuminous  bodies  contain  carbon,  hydrogen,  nitrogen,  oxygen,  and 
sulphur  ;  '  a  few  contain  &\so  phosphorus.  Iron  is  generally  found  in  traces 
in  their  ash,  and  it  seems  to  be  a  regular  constituent  of  a  certain  group  of 
the  albuminous  bodies,  namely,  the  nucleo-albumins.  The  composition  of 
the  different  albuminous  bodies  varies  a  little,  but  the  variations  are  within 
relatively  close  limits.  For  the  better  studied  animal  proteids  the  following 
composition  of  the  ash-free  substance  has  been  given: 

C 50.6    — 54.5  per  cent. 

H 6.5    —    7.3 

N 15.0   —17.6 

S 0.3   —    2.2 

P 0.42—   0.85     " 

0 31.50  —  23.50     " 

A  part  of  the  nitrogen  of  the  proteid  molecule  is  easily  split  off  as 
ammonia  by  the  action  of  alkalies  (Nasse).  By  the  action  of  nitrous  acid 
on  protein  substances  only  a  very  small  part,  1-2  p.m.,  of  the  nitrogen 
is  expelled,  showing  that  only  a  small  part  thereof  exists  as  amido  groups  in 
the  protein  molecule.'  Hausman'N''  has  conducted  investigations  to  show 
the  distribution  of  the  nitrogen  in  the  proteid  molecule.  After  boiling  with 
hydrochloric  acid  he  determined  the  amid  nitrogen  determinable  as  ammonia 
(a),  then  the  nitrogen  of  the  diamido  bodies  precipitable  by  phospho- 
tungstic  acid  {b),  and  the  non-precipitable  nitrogen  of  the  monamido  acids. 
He  found  the  following  percentages  of  the  total  nitrogen  : 

a  b  c 

In  crystallized  ovalbumin 8.53  31.33  67.80 

"seralbumin 8.90  24.95  68.28 

"casein 13.37  11.71  75.98 

"gelatin 1.61  35.83  62.56 

'  An  exception  is  found  in  the  mycoproteiu  of  putrefaction  bacteria  and  the  anthrax- 
protein  of  the  anthrax  bacillus,  which  are  sulphur-free  proteids.  See  Nenclii  and 
SchafEer,  Journ.  f.  pralit.  Chem.,  Bd.  20  (N.  F.),  and  Nencki,  Ber.  d.  deutsch.  chem. 
Gesellsch.,  Bd.  17. 

'  See  Nasse,  Pflttger's  Arch.,  Bd.  6  ;  Paul,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  39 ; 
;Schiff,  iUd.,  S.  1354,  and  O.  Loew,  Chemiker  Zeit.,  1896. 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  27. 
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He  found  approximately  1-3^  amid  nitrogen  in  true  proteids,  which 
is  in  accordance  with  the  resalts  of  other  investigators.  A  part  of 
the  sulphur  separates  as  potassium  or  sodium  sulphide  on  boiling  with 
caustic  potash  or  soda,  and  may  be  detected  by  lead  acetate  (Fleitmaxn', 
Danilewsky,  Keugeb,  Fh.  Schulz").  What  remains  can  only  be 
detected  after  'fusing  with  nitre  and  sodium  carbonate  and  testing  for 
sulphates.  The  relationship  between  the  sulphur  split  off  by  alkali  to  that 
not  split  ofE  is  different  in  various  proteids.  In  most  proteids  thus  far 
investigated  the  quantity  of  sulphur  which  can  be  split  off  amounts  to  a 
little  less  than  one  half  of  the  total  sulphur  (Schulz).  The  proteid 
molecule  therefore  contains  at  least  2  atoms  of  sulphur.  The  molecular 
weight  of  the  proteids  is  hard  to  determine  accurately,  and  the  results  given 
for  the  same  proteid,  by  various  investigators,  are  often  contradictory. 
The  molecular  weight  is  generally  very  high.  For  the  alkali  albuminate, 
in  whose  formation  from  native  proteid  a  part  of  the  nitrogen  and  sulphur 
is  split  off,  LiBBEEKUHK  has  given  the  formula  C„H,„N"„SOj,.  In  regard 
to  the  elementary  formulae  of  proteids  see  Schmiedebekg.'' 

The  constitution  of  the  proteid  bodies,  notwithstanding  numerous 
investigations,  is  still  unknown.  By  heating  proteids  with  barium  hydrate 
and  water  in  sealed  tubes  at  150°-200°  C.  for  several  days,  Schutzex- 
bergbb'  obtained  a  number  of  products  among  which  were  ammonia, 
carbon  dioxide,  oxalic  acid,  acetic  acid,  and,  as  chief  product,  a  mixture  of 
amido-acids.  This  mixture  contained,  besides  a  little  tyrosin  and  a  few 
other  bodies,  chiefly  acids  of  the  series  C„Hj„^.iNO,  (leucines)  and 
CnHjB-iNO,  (leuceines).  The  leucines  and  leuceines  are  formed  from  more 
complicated  substances,  with  the  general  formula  C,„H,„N,Oj ,  by  hydrolytic 
splitting.  These  substances  are  called  glucoproteins  by  Schutzestbergek 
on  account  of  their  sweet  taste.  The  sulphur  of  the  proteids  yields 
sulphites.  The  three  bodies,  carbon  dioxide,  oxalic  acid,  and  ammonia, 
are  formed  in  the  same  relative  proportion  as  in  the  decomposition  of  urea 
and  oxamid;  therefore  Sf^HUTZENBERGER  suggests  that  perhaps  proteid 
may  be  considered  as  a  very  complex  ureid  or  oxamid.  Such  a  conclusion 
cannot  be  derived  from  the  above  decomposition  processes  for  several 
reasons. 

On  fusing  proteids  with  caustic  alkali,  ammonia,  methyl-mercaptan, 
and  other  volatile  products  are  generated;  also  lencin,  from  which  then 
volatile  fatty  acids,  such  as  acetic  acid,  valerianic  acid,  and  also  butyric 

'  Fleitmann,  Annal.  der  Chem.  uud  Phaim.,  Bd.  66 ;  Danilewsky,  Zeitscbr.  f.  pljy- 
siol.  Chem.,  Bd.  7  ;  Kruger,  Pfliigei's  Aicliiv,  Bd.  43  ;  F.  Scliulz,  Zeitschr.  f.  physiol. 
Cbem.,  Bd.  25.  See  also  Suter,  ihid.,  Bd.  30,  and  Drtclisel,  Centialbl.  f.  Physiol.,  Bd. 
10,  S.  539,  In  regard  to  forms  of  binding  of  tbe  sulphur.  ' 

»  Arch.  f.  exp.  Path.  u.  Phaira.,  Bd.  39. 

'  Annal.  de  Ciiim.  et  Phys.  (5),  16,  and  Bull.  sec.  chim.,  28  and  34. 
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acid,  are  formed;  and  tyrosin,  from  which  later  phenol,  indol,  and  skatol 
are  produced.  On  boiling  with  mineral  acids  (or  still  better  by  boiling 
with  hydrochloric  acid  and  tin  chloride,  Hlasiwetz  and  Habdemann '), 
the  proteids  yield  amido-acids,  such  as  leucin,  aspartic  acid,  glutamic  acid, 
and  tyrosin  (and  from  vegetable  albumin  Schulze  and  Baebieei  '  obtained 
a-phenylamidopropionic  acid),  also  sulphuretted  hydrogen,  ethyl  sulphide 
(Drechsel"),  lencinimid,'  ammonia,  and  nitrogenous  bases  (Drechsel). 

Amongst  the  bases  obtained  by  Drechsel"  from  casein,  and  by  his 
pupils  E.  Fischer,  M.  Siegfried,  and  S.  Hedin  from  other  proteids  and 
gelatin  on  boiling  with  hydrochloric  acid  and  tin  chloride,  we  have  one 
having  the  formula  C,H„N,0,  or  0,II„N,0  +  H,0,  which  seems  to  be 
homologous  to  creatin  or  creatinin  and  called  lysatin  or  lysatinin  by 
Deechsel.  Another  substance,  called  lysin,  has  the  formula  C,H„N,0,. 
From  its  formula  we  find  that  it  is  homologous  with  ornitJiin,  CjH,jN,0, 
(Jaffe),  which  it  resembles  in  certain  respects  (see  Appendix  to  this 
Chapter). 

Besides  these  above-mentioned  bases  Hedin  has  obtained  as  cleavage 
products  of  difEerent  protein  substances  the  bases  arginin,  C,H,,N,0, ,  first 
isolated  by  Schulze  and  Steigee  from  etiolated  lupin  and  pumpkin  seeds 
and  also  liistidin,  C,H,N,0, ,  prepared  by  Kossel  from  protamins. 
Drechsel  has  also  found  diamido-acetic  acid  among  the  cleavage  products 
of  casein.  On  boiling  with  baryta-water  both  lysatinin  and  arginin  yield 
urea  among  the  other  cleavage  products,  and  it  is  therefore  possible  to 
prepare  urea  from  proteid  by  hydrolysis,  without  oxidation,  making  use  of 
these  bases  as  intermediary  steps. 

On  the  cleavage  of  the  proteid,  globin,  contained  in  the  haemoglobin 
molecule,  with  hydrochloric  acid,  Proscher'  was  able  to  regain  about  one 
half  of  the  carbon,  about  one  half  of  the  nitrogen,  two  thirds  of  the 
hydrogen,  and  a  little  more  than  one  half  of  the  oxygen  as  tangible  cleavage 
products.  On  the  other  hand  R.  Cohn  '  has  been  successful  in  gaining  about 
97.8^  of  the  proteid  (casein)  as  crystallizable  or  tangible  cleavage  products 
in  his  investigations  on  the  quantitative  proteid  cleavage  with  hydrochloric 

■  Annal.  d.  Chem.  u.  Phaim.,  Bdd.  159  aud  169. 
'  Bcr.  d.  deutscb.  cbem.  Qesellsch.,  Bd.  16. 
»  Centralbl.  f.  Pbysiol.,  Bd.  10. 

*  See  Rittbausen,  Ber.  d.  deutscb.  cbem.  Gesellsch.,  Bd.  29,  and  R.  Cobu,  Zeitscbr. 
f.  physiol.  Cbem.,  Bd.  22. 

'  Sitzungsber.  d.  matb.-pbys.  Klasse  d.  k.  sacbs.  Gesellscb.  d.  Wissenscbaflen,  1889. 
In  the  memoir  "  Der  Abbaii  der  Elvceissstoffe,"  Du  Bois-Reymond's  Arcli.,  1891, 
Drecbsel  gives  a  good  review  of  his  own  investigations  and  of  those  of  bis  pupils, 
Fischer,  Siegfried,  and  Hedin.  The  literature  of  the  abovemeulioned  bases  will  be 
given  in  the  Appendix  to  this  Chapter. 

•  Zeitschr.  f.  physiol.  Chem.,  Bd.  27. 
'  Ihid.,  Bd.  26. 
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acid.  He  approximately  calculated  the  leucin  as  40-50^  and  the  glutamic 
acid  30^.  He  obtained  strikingly  small  quantities  of  basic  products.  He 
also  found  CO,  and  oxalic  acid  among  the  cleavage  products  of  proteids 
with  acid. 

Proteids  are  decomposed  by  the  action  of  proteolytic  enzymes  in  the 
presence  of  water.  First  proteid  bodies  of  lower  molecular  weight  are 
formed — albumoses  and  peptones — and  then  on  further  decomposition 
amido-acids  such  as  leucin,  tyrosin,  and  aspartic  acid.  Both  lysin, 
lysatinin,  arginin,  and  histidin  may  be  produced  on  far-reaching  decomposi- 
tion (in  tryptic  digestion).  On  the  extensive  decomposition  a  chromogen 
may  also  be  formed,  which  gives  a  violet  color  with  chlorine-  or  bromilie- 
water.  This  chromogen,  which  is  formed  in  all  far-reaching  decompositions 
of  proteids  where  leucin  and  tyrosin  are  formed,  is  caWB^L 2}roteinochrom.ogen 
by  Stadelmann,  and  tryptophan  by  jSTeumeister,  K"encki  '  considers  this 
chromogen  as  the  mother-substance  of  various  animal  pigments. 

A  great  many  substances  are  produced  in  the  putrefaction  of  proteids. 
First  the  same  bodies  as  are  formed  in  the  decomposition  by  means  of 
proteolytic  enzymes  are  produced,  and  then  a  further  decomposition  occurs 
with  the  formation  of  a  large  number  of  bodies  belonging  to  both  the 
aliphatic  and  aromatic  series.  Belonging  to  the  first  series  we  have 
ammonium  salts  of  volatile  fatty  aci-ds,  such  as  caproic,  valerianic,  and 
butyric  acids,  also  succinic  acid,  carbon  dioxide,  methane,  hydrogen, 
sulphuretted  hydrogen,  methyl-mercaptan,  and  others.  The  ptomaines  also 
belong  to  these  products  and  are  probably  formed  by  very  different  chemical 
processes  or  even  syntheses. 

E.  Salkowski  divides  the  putrefactive  products  of  the  aromatic  series 
into  three  groups:  {a)  the  phenol  group,  to  which  tyrosin,  the  aromatic 
oxy-acids,  phenol,  and  cresol  belong;  (5)  the  phenyl  group,  including 
phenylacetic  acid  and  phenylpropionic  acid;  and  lastly  (c)  the  indol  group, 
which  includes  indol,  skatol,  and  skatolcarbonic  acid.  These  various 
aromatic  products  are  formed  during  the  putrefaction  with  access  of  air. 
Nencki  and  Bovet"  obtained  only  p.-oxyphenylpropionic  acid,  phenyl- 
propionic  acid,  and  skatolacetic  acid  on  the  putrefaction  of  proteids  by 
anaerobic  schizomycetes  in  the  absence  of  oxygen.  These  three  acids  are 
produced  by  the  action  of  nascent  hydrogen  on  the  corresponding  amido- 
acid,  namely,  tyrosin,  phenylamidopropionic  acid,  and  skatolamidoacetic 
acid,  and  these  three  last-mentioned  amido-acids  exist,  according  to 
Nencki,  preformed  in  the  proteid  molecule. 

'  Stadelmann,  Zeitscbr.  f.  Biologie,  Bd.  26 ;  Neumeister,  ibid.,  Bd.  26,  S.  329  ; 
Nencki,  Schweizev.  "Wochenschr.  f.  Pharmacie,  1891,  and  Ber.  d.  deutsch.  cbem.  Ge- 
sellsch.,  Bd.  38. 

»  Salkowski,  Zeitschr.  f.  physiol.  Chem.,  Bd.  13,  S.  215 ;  Nencki  und  Bovet,  Monats- 
heft.  f.  Chem.,  Bd.  10. 
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On  distillation  with  sulphuric  acid  the  proteids  yield  a  little  furfurol, 
"which  indicates  the  presence  of  a  carbohydrate  group  in  the  proteid  mole- 
cnle.  According  to  Pavy  even  a  carbohydrate,  which  he  considers  as 
animal  gum,  can  be  split  ofE  from  ovalbumin,  and  from  this  a  reducing  sub- 
stance is  formed  on  boiling  with  an  acid.  This  so-called  carbohydrate  is, 
according  to  Weydemann,  certainly  a  nitrogenous  sabstance,  but  Pavy  has 
succeeded  in  obtaining  the  reducing  substance  directly  from  ovalbumin  by 
boiling  with  acid,  and  has  prepared  an  osazon  therefrom.  This  osazon, 
whose  melting-point  is  182°-185°,  has  been  prepared  by  Kkawkow  '  from 
certain  other  proteids,  aud  he  therefore  concludes  that  the  carbohydrate 
group  of  the  various  proteids  is  the  same.  The  fact  that  a  reducing  carbo- 
hydrate can  be  split  off  from  certain  proteids,  although  small  in  amount, 
has  been  positively  confirmed.  The  splitting  off  of  a  carbohydrate  is  not 
possible  from  several  pure  proteids,  such  as  casein,  vitellin,  myosin,  and 
fibrinogen.  Up  to  the  present  time  it  has  been  possible  only  when  impure 
proteids,  such  as  fibrin,  or  mixtures  of  various  protein  substances,  such  as 
lactalbumin,  ovalbumin,  or  seralbumin  were  used.  As  example  we  may  state 
that  Spekzer,  as  well  as  K.  Mokner,  was  unable  to  prepare  a  reducing 
carbohydrate  from  specially  purified  ovalbumin,  while  other  investigators 
claim  to  have  obtained  said  substance.  This  circumstance  can  perhaps  be 
explained  by  the  fact  that  the  egg-albumin  is  a  mixture  of  several  sub- 
stances, among  which  is  a  glycoproteid,  which  has  been  prepared  in  a  crystal- 
line state  from  ovalbumin  by  Hofmeistee.'  The  important  question 
whether  a  carbohydrate  group  can  be  split  off  from  pure  proteids  not 
contaminated  with  glycoproteids  requires  further  proof. 

EiCHHOLZ  °  has  prepared  an  osazon  from  ovalbumin,  which  has  a  melting- 
point  of  202°-206°,  while  he  was  unable  to  prepare  an  osazon  from  either 
casein  or  seralbumin.  Osazons  have  been  prepared  by  Blttmenthal  and 
Meter'  from  ovalbumin  and  also  from  the  proteid  of  the  yolk  by  boiling 
with  acids.  The  osazon  from  the  yolk  had  a  melting-point  of  203°  and  was 
laevo-rotatory,  while  that  from  ovalbumin  melted  at  200°-205°  and  showed 
no  positive  Isevo-rotatory  power.  These  investigators  do  not  consider  the 
carbohydrate  split  off  as  an  integral  constituent  of  the  proteid  molecule. 
They  rather  consider  the  proteids  yielding  carbohydrates  as  glycoproteids, 
and  this  view  is  also  accepted  by  Eiohholz.     J.  Seemann  '  obtained  9$^ 

'  Piivy,  The  Physiology  of  the  Carbohydrntes.  London,  1894 ; — Weydemann, 
"Ueber  den  sog.  thierische  Gummi,"  etc.  Inaug.-Dissert.  Marburg,  1896 ;— Kraw- 
kow,  Pflilger's  Arch.,  Bd.  65. 

'•■  Spenzer,  Zeltschr.  f.  physiol.  Chem.,  Bd.  24  ;  MSrner,  Centralbl.  f.  Physiol.,  Bd.  7; 
Hofmeister,  Zeitschr.  f.  physiol.  Chem.,  Bd.  24,  S.  169.. 

'  Journal  of  Physiol.,  Vol.  23. 

*  Ber.  d.  deutsch.  chem.  Gesellseh.,  Bd.  33. 

'  Boas'  Arch.  f.  Verdauungskraiikhciten,  Bd.  4. 
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reducing  substance,  calculated  as  dextrose,  from  ovalbumin.  According  to 
MuLLBit's  method  lie  was  able  to  prepare  the  hydrochloric  acid  com- 
bination of  this  substance  in  question.  From  this  behavior  he  draws  the 
conclusion  that  carbohydrates  split  off  by  the  action  of  acid  are  identical 
with  the  nitrogenous  carbohydrate  derivative  glucosamine,  obtained  by  him 
from  ovomucoid,  and  by  Mullek  from  mucin. 

On  boiling  with  barium  hydrate,  or  also  in  pepsin  digestion,  Fkan^kel' 
has  split  off  a  nitrogenous  substance  from  purified  ovalbumin  which  gave 
neither  a  reaction, with  MiLLOJf's  reagent  nor  the  Biitbet  reaction.  It  is 
readily  soluble  in  water  and  dextro-rotatory.  It  does  not  directly  reduce 
copper  or  bismuth  salts,  but  does  strongly  reduce  them  on  previously  boiling 
with  acid.  The  elementary  analysis  indicates  the  formula  «(C,HjO,.NHj) 
+  H,0,  where  n  is  generally  represented  by  2.  Fkankel  considers  it  as  a 
derivative  of  a  biose  and  calls  it  "  albamin''''  provisionally.  He  considers 
a  chitosamin,  which  stands  in  close  relationship  to  the  osamin  prepared  by 
MiJLLEK  and  Seemastk  from  mucin  and  ovomucoid,  as  the  basis  of  this 
body. 

In  marked  contrast  to  all  of  these  observations  we  have  the  communica- 
tion of  0.  Weiss."  According  to  Pavy's  alkali  method  he  obtained  a 
substance  containing  1.8^  nitrogen,  which  yielded  a  reducing  substance 
after  boiling  with  acid.  This  reducing  substance  gave  an  osazon  having  a 
melting-point  of  179°-191°.  According  to  Weiss  it  is  crystallizable  methyl 
pentose  with  a  melting-point  of  91°-93°  and  isomeric  with  rhamnose. 

By  the  oxidation  of  proteids  in  acid  solutions,  volatile  fatty  acids,  their  aldehydes, 
nitriles,  ketones,  as  well  as  benzoic  acid  are  obtained,  also  hydrocyanic  acid  by  oxidizing 
with  ijotassium  dichromate  and  acid.  Nitric  acid  gives  various  nitro-products,  such  as 
xanthoproteic  acid  (van  dbr  Pants),  triuitroalbumin  (Lobw)  or  oxynitroalbnmin, 
uitrobeuzoic  acid,  and  others.  With  aqua  regia  fumaric  acid,  oxalic  acid,  chlorazol,  and 
other  bodies  are  produced.  By  the  action  of  bromine  under  strong  pressure  a  large 
number  of  derivatives  are  obtained,  such  as  bromanil  and  tribromacetic  acid,  bromo- 
forni,  leuciii.  leuciiiimid,  oxalic  acid,  tribrom.'imido-benzoic  acid,  peptone,  and  bodies 
similar  to  humus. 

By  tliedry  distillation  of  proteids  we  obtain  alarge  number  of  decomposition  products 
of  a  disagreeable  burnt  odor,  and  a  porous  glistening  mass  of  carbon  containing  nitrogen 
is  left  as  a  residue.  The  products  of  distillation  are  partly  an  alkaline  liquid  which  con- 
tains ammonium  carbonate  and  acetate,  ammonium  sulphide,  ammonium  cyanide,  an 
inflammable  oil  and  other  bodies,  and  a  brown  oil  which  contains  hydrocarbons,  nitro- 
genized  bases  belonging  to  the  aniline  and  pyridine  series,  and  a  number  of  unknown 
substances. 

It  is  impossible  here  to  discuss  all  the  products  obtained  by  the  action 
of  different  reagents  on  the  proteids,  but  from  the  above-described  decom- 
position products  from  proteids  it  is  clear  that  the  products  belong  in  part 
to  the  fatty  and  in  part  to  the  aromatic  series.  Observers  are  not  decided 
whether  one  or  more  aromatic  groups  exist  preformed  in  the  proteid  mole- 
cule.    According  to  Nencki  the  proteids  contain  three  aromatic  groups  as 

'  "Wien.  Sitzungsber.  Math.-naturw.  Elasse,  Bd.  107,  Abth.  II  b. 
.^.  '  Centralbl.  f.  Physiol.,  Bd.  12. 
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mentioned  above:  the  tyrosin  (oxyphenylamidopropionic  acid),  the  phenyl- 
amidopropionic  acid,  and  the  skatolamidoacetic  acid.  Maly,'  on  account 
of  the  oxyprotosnlphonic  acid  prepared  by  him,  considers  it  not  necessary 
to  recognize  more  than  one  aromatic  groap  in  the  proteid  molecule. 

By  the  oxidation  of  proteid  by  means  of  potassium  permanganate.  Malt 
obtained  an  acid,  oxyprotosnlphonic  acid,  C  51.21;  H  6.89;  N  14.59! 
S  1.77;  0  35.54,  which  is  not  a  cleavage  product  but  an  oxidation  product 
in  which  tbe  group  SH  is  changed  into  SO,.  OH.  This  acid  does  not  give 
the  proper  color  reaction  with  Millon's  reagent  caused  by  aromatic 
hydroxyl  derivatives  (see  below),  nor  does  it  yield  the  ordinary  aromatic 
splitting  products  of  the  proteids.  Still  the  aromatic  group  is  not  absent, 
but  it  seems  to  be  in  another  binding  from  that  in  ordinary  proteid.  On 
oxidizing  with  potassium  dichromate  and  acid  this  group  appears  as  benzoic 
acid,  and  on  fusing  with  alkali  benzol  is  given  ofE. 

On  continuous  oxidation  a  new  amorphous  acid,  peroxyproteic  acid — 
€  46.33;  H  G.43;  N  12.30;  S  0.96;  0  34.09^— is  produced  from  the  oxy- 
protosnlphonic acid.  The  peroxyproteic  acid  gives  the  Buiret  reaction,  but 
is  not  precipitated  by  most  of  the  reagents  precipitating  proteids. 

According  to  Bernee  ^  in  the  formation  of  oxyprotosulphonic  acid  not 
only  does  an  oxidation  take  place,  but  also  at  the  same  time  a  deep  cleavage 
due  to  the  presence  of  alkali.  He  was  able  to  show  the  presence  of  albu- 
moses  and  peptones  as  side  products.  These  differed  from  the  correspond- 
ing products  produced  in  digestion  by  not  yielding  any  indol  or  skatol  on 
fusing  with  potash,  by  not  giving  Millon's  reaction,  and  not  containing 
sulphur  blackening  lead.  He  also  found  acetic  acid,  propionic  acid,  and 
butyric  acid,  and  the  presence  of  valerianic  acid  and  basic  bodies?' (ly^in, 
histidin)  was  shown  among  the  cleavage  products.  On  the  cleavage  of 
peroxyproteic  acid  with  baryta  he  found  the  cleavage  products  previously 
obtained  by  Maly  (with  the  exception  of  amidovalerianic  acid  and  isogly- 
cerinic  acid),  besides  also  acetic,  propionic,  butyric  acids,  benzaldehyde  and 
pyridin. 

As  in  oxidation  with  potassium  permanganate,  so  also  may  the  proteids 
be  changed  by  the  action  of  the  halogens,  namely,  so  that  they  contain  no 
sulphur  which  can  be  split  off  by  alkali,  or  give  Millon's  reaction,  nor 
yield  tyrosin  as  a  cleavage  product.  By  the  action  of  chlorine,  bromine, 
and  iodine  on  proteids  the  halogens  pass  into  more  or  less  firm  union 
with  the  proteid  (LoEW,  Blum,  Blum  and  Vaubel,  Liebrecht,  Hop- 
kins and  Brook,  Hofmeister),  and  it  is  possible  to  prepare  derivatives 

'  Sitzuiigsber.  d.  k.  Akad.  d.  Wisseusch.  Wien,  Abth.  II,  1885,  and  Abtb.  II,  1888. 

Also  Monatshefle  f.  CLiem.,  Bdd.  6  and  9.  See  also  Boudzynski  and  Zoja,  Zeltscbr.  f, 
physiol.  Chem.,  Bd.  19. 

«  Zeitsolir.  f.  physiol.  Chem.,  Bd.  36.  — 
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■with  different  but  conBtant  quantities  of  halogen  according  to  the  method 
resorted  to  (Hopkins  and  Pinkus  '). 

On  the  putrefaction  of  proteids,  as  well  as  their  decomposition  by 
means  of  acids  or  alkalies  and  also  by  certain  enzymes,  among  other 
products  amido-acids  are  produced,  and  these  have  a  certain  significance  for 
the  probable  formation  of  the  proteids.  It  is  more  than  likely  that  in  the 
synthesis  of  proteids  in  the  plant  from  the  ammonia  or  the  nitric  acid  of 
the  soil,  amido-acids  or  acid  amids,  among  which  asparagin  plays  an  impor- 
tant role,  are  produced;  and  from  these  the  albuminous  bodies  are  derived 
by  the  action  of  glucose  or  other  non-nitrogenized  combinations. 

The  three  basic  bodies  lysin,  arginin,  and  histidin  are  formed,  as  shown 
by  KosSEL,  as  cleavage  products  of  a  group  of  bodies,  the  protamins, 
which  were  first  shown  by  Mieschek  and  then  by  Kossel  to  occur  in  fish- 
sperm  as  combinations  of  nucleic  acid  (see  Chapter  V).  The  protamins 
(see  Appendix  to  this  Chapter)  are  basic  bodies  which  have  some  reactions 
in  common  with  the  proteids,  but  which  yield  no  amido-acids  on  cleavage. 
As  they  yield  the  same  basic  products  as  proteids,  they  may,  as  suggested  by 
Kossel,  be  considered  to  a  certain  extent  as  the  nucleus  of  the  proteid 
molecule,  and  the  various  proteids  may  be  derived  from  this  nucleus  by  the 
addition  of  other  atomic  groups,  monoamido  acids  and  others.' 

The  question  as  to  the  preparation  of  proteid-like  substances  synthetically  stands  in 
close  relation  with  the  above  statements.  In  this  connection  we  must  mentiou  in  the 
lirst  place  the  researches  of  Gkimaux,  and  then  SoHiJTZENBEKGBK  and  Pickering,*  who 
by  the  action  of  phosphorna  penlchloride  or  pentoxide  on  various  amide  acids  or  by  beat- 
ing alone,  were  able  to  prepare  bodies  such  as  biuret,  alloxan,  xanthin,  or  ammonium 
substances  either  alone  or  mixed  with  other  bodies.  These  substances  aie  similar 
in  several  ways  with  the  proteids,  although  thej'  cannot  be  considered  as  genuine  pro- 
teids. The  syntheses  of  gelatin  or  albumose-like  substances  published  by  Liliek- 
FBLD*  will  undoubtedl}'  be  of  much  greater  importance  when  they  have  been  substanti- 
ated by  others. 

The  animal  albuminons  bodies  are  odorless,  tasteless,  and  ordinarily 
amorphous.  The  crystalloid  spherules  [Dotterpldttchen)  occurring  in  the 
eggs  of  certain  fishes  and  amphibians  do  not  consist  of  pure  proteids,  but  of 
proteids  containing  large  amounts  of  lecithin,  which  seems  to  be  combined 

'  Loew,  Journ.  f.  prakt.  Chem.  (N.  F.),  Bd.  31  ;  Blum,  MUnch.  med.  Wochcnschr., 
1896 ;  Blum  and  Vaubel,  Journ.  f.  prakt.  Chem.  (N.  F.),  Bd.  57 ;  Liebrecht,  Bar.  d. 
deulsch.  chem.  Gesellsch.,  Bd.  30;  Hopkins  and  Brook,  Journ.  of  Physiol.,  Vol.  23; 
Hopkins  and  Pinkus,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  31 :  Hofmeister,  Zeitschr. 
f.  physiol.  Chem.,  Bd.  24. 

'  Kossel,  Sitzungsber.  d.  Gesellsch.  zur  Beford.  d.  ges.  Naturwissensch.  zu  Marburg,  " 
No.  5,  1897,  and  Zeitschr.  f.  physiol.  Chen..,  Bd.  25. 

'  See  Pickering,  Kings  College,  London,  Physiol.  Lab.  Collect.  Papers;  1897,  where 
the  works  of  Grimaux  are  also  cited  ;  also  Journal  of  Physiol.,  Vol.  18,  and  Proceed. 
Koy.  Soc,  Vol.  60,  1897  ;  Schiitzenberger,  Compt.  rend..  Tomes  106  and  112. 

*  Du  Bois-Reymond's  Arch.,  1894  ;  Physiol.  Ablh.,  S.  383  and  555. 
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with  miaeral  substances.  Crystalline  proteids '  Lave  been  prepared  from 
seeds  of  various  plants,  and  lately  crystallized  animal  proteids  (see  seral- 
bumin and  ovalbumin,  Chapters  VI  and  XIII)  have  also  been  prepared. 
In  the  dry  condition  the  albuminous  bodies  appear  as  a  white  powder,  or 
when  in  thin  layers  as  yellowish,  hard,  transparent  plates.  A  few  are 
soluble  in  water,  others  only  soluble  in  salt  or  faintly  alkaline  or  acid  solu- 
tions, while  others  are  insoluble  in  these  solvents.  All  albuminous  bodies 
when  burnt  leave  an  ash,  and  it  is  therefore  questionable  wliether  there 
exists  any  proteid  body  which  is  soluble  in  water  without  the  aid  of  mineral 
substances.  Nevertheless  it  has  not  been  thus  far  successfully  proved  that 
a  native  albuminous  body  can  be  prepared  perfectly  free  from  mineral  sub- 
stances without  changing  its  constitution  or  its  properties."  The  albumi- 
nous bodies  are  in  most  cases  strong  colloids.  They  diffuse,  if  at  all,  only 
very  slightly  through  animal  membranes  or  parchment-paper,  and  the 
proteids  therefore  have  a  very  high  osmotic  equivalent.  All  albuminous 
bodies  are  optically  active  and  turn  the  ray  of  polarized  light  to  the  left. 

On  heating  a  proteid  solution  it  is  changed,  the  temperature  necessary 
depending  upon  the  proteid  present,  and  with  proper  reactions  of  the  solu- 
tion and  under  favorable  external  conditions — as,  for  example,  in  the 
presence  of  neutral  salts — most  proteids  separate  in  the  solid  state  as 
"coagulated"  proteids.  The  different  temperatures  at  which  various 
proteids  coagulate  in  neutral  salt  solutions  give  in  many  cases  a  good  means 
of  detecting  and  separating  these  various  bodies.  The  views  in  regard  to 
the  use  of  these  means  are  divided.' 

The  general  reactions  for  the  proteids  are  very  numerous,  but  only  the 
most  important  will  be  given  here.  To  facilitate  the  study  of  these  they 
have  been  divided  into  the  two  following  groups: 

A.  Precipitation  Reactions  of  the  Proteid  Bodies. 

1.  Ooagulation  Test. — An  alkaline  proteid  solution  does  not  coagulate 
on  boiling,  a  neutral  solution  only  partly  and  incompletely,  and  the  reaction 

'See  Maschke,  Journ.  f.  prakt.  Chem.,  Bd.  74;  Drechsel,  ibid.  (N.  F.),  Bd.  19; 
Grttbler,  ibid.  (N.  F.),  Bd.  23  ;  Ritthausen,  ibid.  (N.  F.),  Bd.  25  ;  Sclimiedeberg,  Zeit- 
schr.  f.  physiol.  Chem.,  Bd.  1  ;  Weyl,  Md.,  Bd.  1. 

'See  E.  Harnack,  Bei-.  d.  deutscb.  cbem.  Gesellscb.,  Bdd.  22,23,25;  Weiigo, 
Pflttger's  Aichiv,  Bd.  48 ;  Bftlow,  ibid..  Bd.  58. 

'  See  Halliburton,  Journ.  of  Physiol.,  Vols.  5  and  11  ;  Coiin  and  Berard,  Bull,  de 
I'Acad.  roy.  de  Belg,,  15  ;  Haycraft  and  Duggan,  Brit.  Med.  Journ.,  1890,  and  Proc. 
Roy.  Soc.  Ed.,  1889  ;  Corin  and  Ansiaux,  Bull,  de  I'Acad.  roy.  de  Belg.,  Tome  21  ;  L. 
Fredericq,  Centralbl  f.  Physiol.,  Bd.  8  ;  Haycraft,  ibid.,  Bd.  4  ;  Hewlett,  Journ.  of 
Physiol.,  Vol.  13  ;  Ducleux,  Annal.  Institul  Pasteur,  7.  In  regard  to  the  relationship 
of  the  neutral  salts  to  the  heat  coagulation  of  albumins  see  also  Starke,  Sitzungsber.  d. 
Gesellscb.  f.  Morpb.  u.  Physiol.  In  MUnchen,  1897. 
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must  therefore  be  acid  for  coagulation.  The  neutral  liquid  is  first  boiled 
and  then  the  proper  amount  of  acid  added  carefully.  A  flocculent  precipi- 
tate is  formed,  and  if  properly  done  the  filtrate  should  he  water-clear.  If 
dilute  acetic  acid  be  used  for  this  test,  the  liquid  must  first  be  boiled  and 
then  1,  3,  or  3  drops  of  acid  added  to  each  10-15  c.  c,  depending  on  the 
amount  of  proteid  present,  and  boiled  before  the  addition  of  each  drop.  If 
dilute  nitric  acid  be  used,  then  to  10-15  c.  c.  of  the  previously  boiled  liquid 
15-20  drops  of  the  acid  must  be  added.  If  too  little  nitric  acid  be  added,  a 
soluble  combination  of  the  acid  and  proteid  is  formed  which  is  precipitated 
by  more  acid.  A  proteid  solution  containing  a  small  amount  of  salts  must 
first  be  treated  with  about  1^  NaCl,  since  the  heating  test  may  fail, 
especially  on  using  acetic  acid,  in  the  presence  of  only  a  slight  amount  of 
proteid.  2.  Behavior  towards  Mineral  Acids  at  Ordinary  Temperatures. 
The  proteids  are  precipitated  by  the  three  ordinary  mineral  acids  and  by 
metaphosphoric  acid,  but  not  by  orthophosphoric  acid.  If  nitric  acid  be 
placed  in  a  test-tube  and  the  proteid  solution  be  allowed  to  flow  gently 
thereon,  a  white  opaque  ring  of  precipitated  proteid  will  form  where  the 
two  liquids  meet  (Heller's  albumin  test).  3.  Precipitation  iy  Metallic 
Salts.  Copper  sulphate,  neutral  and  basic  lead  acetate  (in  small  amounts), 
mercuric  chloride,  and  other  salts  precipitate  proteid.  On  this  is  based  the 
use  of  proteids  as  antidotes  in  poisoning  by  metallic  salts.  4.  Precipitation 
iy  Ferro-  or  Ferricyanide  of  Potassium  in  Acetic  Acid  Solution.  In  these 
tests  the  relative  quantities  of  reagent,  proteid,  or  acid  do  not  interfere  with 
the  delicacy  of  the  test.  5.  Precipitation  ly  Neutral  Salts,  such  as  Na^SO, 
or  NaCl,  when  added  to  saturation  to  the  liquid  acidified  with  acetic  acid 
or  hydrochloric  acid.  6.  Precipitation  by  Alcohol.  The  solution  must  not 
he  alkaline,  but  must  be  either  neutral  or  faintly  acid.  It  must,  at  the 
same  time,  contain  a  sufficient  quantity  of  neutral  salts.  7.  Precipitation 
iy  Tannic  Acid  in  acetic-acid  solutions.  The  absence  of  neutral  salts  or 
the  presence  of  free  mineral  acids  may  not  cause  the  precipitate  to  appear, 
hut  after  the  addition  of  a  sufficient  quantity  of  sodium  acetate  the  precipi- 
tate will  in  both  cases  appear.  8.  Precipitation  hy  Phospho-tungstic  or 
Phospho-molybdic  Acids  in  the  presence  of  free  mineral  acids.  Potassium- 
mercuric  iodide  and  potassium-bismuth  iodide  precipitate  albumin  solutions 
acidified  with  hydrochloric  acid.  9.  Precipitation  by  Picric  Acid  in  solu- 
tions acidified  by  organic  acids.  10.  Precipitation  by  Trichloracetic  Acid 
in  2-6^  solutions,  and  11.  by  Salicylsulphonic  Acid.  The  proteids  are 
precipitated  hy  nucleic  acid,  taurocholic  and  chondroitin-sulphuric  acid  in 
acid  solutions. 
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B.  Color  Reactions  for  Froteid  Bodies, 

1.  Millon^s  reaction.'  A  solntion  of  mercury  in  nitric  acid  containing 
some  nitrons  acid  gives  a  precipitate  with  proteid  solutions  which  at  the 
ordinary  temperature  is  slowly,  but  at  the  boiling-point  more  quickly, 
colored  red;  and  the  solution  may  also  be  colored  a  feeble  or  bright  red. 
Solid  albuminous  bodies,  when  treated  by  this  reagent,  give  the  same  colora- 
tion. This  reaction,  which  depends  on  the  presence  of  the  aromatic  group 
in  the  proteid,  is  also  given  by  tyrosin  and  other  benzol  derivatives  with  a 
hydroxyl  group  in  the  benzol  nucleus."  2.  Xanthoproteic  reaction.  With 
strong  nitric  acid  the  albuminous  bodies  give,  on  heating  to  boiling,  yellow 
flakes  or  a  yellow  solution.  After  saturating  with  ammonia  or  alkalies  the 
color  becomes  orange-yellow.  3.  Adamkiewicz^  reaction.  If  a  little  proteid 
is  added  to  a  mixture  of  1  vol.  concentrated  sulphuric  acid  and  2  vols, 
glacial  acetic  acid  a  reddish-violet  color  is  obtained  slowly  at  ordinary  tem- 
peratures, but  more  quickly  on  heating.  Gelatin  does  not  give  this 
reaction.  4.  Biuret  test.  If  a  proteid  solution  be  first  treated  with 
caustic  potash  or  soda  and  then  a  dilute  copper  sulphate  solution  be  added 
drop  by  drop,  first  a  reddish,  then  a  reddish-violet,  and  lastly  a  violet-blue 
color  is  obtained.  6.  Proteids  are  soluble  on  heating  with  concentrated 
hydrochloric  acid,  producing  a  violet  color,  and  when  they  are  previously 
boiled  with  alcohol  and  then  washed  with  ether  (Liebbemann  °)  they  give 
a  beautiful  blue  solution.  6.  With  concentrated  sulphuric  acid  and  sugar 
(in  small  quantities)  the  albuminous  bodies  give  a  beautiful  red  coloration. 
Elliott  *  has  suggested  the  following  as  a  reaction  for  protein  substances. 
If  dilute  sulphuric  acid  (20  vols,  in  100  vols,  water)  is  allowed  to  act  on  the 
protein  substances  a  bluish-violet  color  or  a  bluish-violet  solution  is  obtained 
on  gradual  concentration  of  the  acid  at  ordinary  temperature.  Dilute 
hydrochloric  acid  acts  in  the  same  way.  The  solution  shows  a  spectrum 
somewhat  different  from  those  obtained  by  Pbttenkofee's,  Libbeemank's 
or  Adamkiewicz's  reactions.  These  color  reactions  apply  to  all  albuminous 
bodies. 

Mauy  of  these  color  reactions  are  obtained  as  shown  by  Salkowski  '  by  the  aromatic 
cleavage  products  of  the  proteids.  Millon'b  reaction  is  only  obtained  by  the  substances 
of  the  phenol  group  ;  the  Xanthoproteic  reaction  by  the  phenol  group  and  skatol  or 

'  The  reagent  is  obtained  in  the  following  way  :  1  pt.  mercury  is  dissolved  in  2  pts. 
of  nitric  acid  (of  sp.  gr.  1.42),  first  when  cold  and  later  by  warming.  After  complete 
solution  of  the  mercury  add  1  volume  of  the  solution  to  2  volumes  of  water.  Allow 
this  to  stand  a  few  hours  and  decant  the  supernatant  liquid. 

'  See  O.  Nasse,  Sitzungsb.  d.  Naturforsch.  Gesellsoh.  zu  Halle,  1879 ;  Vaubel  and 
Blum,  Journ.  f.  prakt.  Chem.  (N.  F.),  Bd.  57. 

'  Centralbl.  f.  d.  med.  Wissensch.,  1887. 

<  Journ.  of  Physiol.,  Vol.  28. 

»  Zeitschr.  f.  physiol.  Chem.,  Bd.  12,  S.  215.  . 
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skatolcarbonic  acid.  Likbebmann's  reaction  is  not  given  by  any  of  the  aromatic  split- 
ting products.  Adamkibwicz's  reaction  is  only  given  by  the  indol  group,  especially 
sliatolcarbouic  acid.  This  reaction  i-  considered  as  a  furfurol  reaction  brouglit  about  by 
i  a  carbohydrate  group  as  •well  as  an  aromatic  group  in  the  proteid.  Liebermann'b  reac- 
tion, aswell  as  the  reaction  with  sulphuric  acid  and  sugar,  seems  at  least  to  be  a  furfurol 
reaction.  The  biuret  reacliou  is  not  only  given  by  proteid,  piotamiu  iiud  biuret,  but 
also  by  artificially-prepared  colloids  (Geimatjx,  Pickering)  and  many  diamids.  Ac- 
cording to  H.  ScHiFF,'  the  presence  of  at  least  two  groups  (— CO.NH2I  united  in  the 
molecule  to  a  single  atom  of  carbon  or  nitrogen,  or  by  one  or  more  groups  (—  CO.NH) 
united  in  open  chain.  Both  CO.NHa  groups  may  also  be  directly  united,  as  in  oxamid. 
Asparagin,  a  natural  decomposition  product  of  proteids,  also  gives  the  biuret  reaction. 
Uobilin  also  gives  a  reaction  similar  to  the  biuret  reaction,  and  the  fact  that  a  body  gives 
the  biuret  reaction  is  not  only  sufficient  proof  of  its  being  a  protein. 

The  delicacy  of  the  same  reagent  differs  for  the  different  albuminous 

bodies,  and  on  this  account  it  is  impossible  to  give  the  degree  of  delicacy 

for  each  reaction  for  all  albuminous  bodies.     Of  the  precipitation  reactions 

Hellee's  test    (if  we  eliminate   the  peptones  and  certain  albnmoses)   is 

Tecommended  in  the  first  place  for  its  delicacy,  though  it  is  not  the  most 

delicate  reaction,  and  because  it  can  be  performed  so  easily.     Among  the 

precipitation  reactions,  that  with  basic   lead  acetate  (when  carefully  and 

exactly  executed)  and  the  reactions  6,  7,  8,  9,  and  11  are  the  most  delicate. 

The  color  reactions  1  to  4  show  great  delicacy  in  the  order  in  which  they  are 

given. 

No  proteid  reaction  is  in  itself  characteristic,  and,  therefore,  in  testing 
for  proteids  one  reaction  is  not  sufficient,  but  a  number  of  precipitation  and 
color  reactions  must  be  employed. 

For  the  quantitative  estimation  of  coagulable  proteids  the  determination 
by  boiling  with  acetic  acid  can  be  performed  with  advantage,  since,  by 
operating  carefully,  it  gives  exact  results.  Treat  the  proteid  solution  with 
a  \-%^  common-salt  solution,  or  if  the  solution  contains  large  amounts  of 
proteid  dilute  with  the  proper  quantity  of  the  above  salt  solution,  and  then 
carefully  neutralize  with  acetic  acid.  Now  determine  the  quantity  of  acetic 
acid  necessary  to  completely  precipitate  the  proteids  in  small  measured 
portions  of  the  neutralized  liquid  which  have  previously  been  heated  on  the 
water-bath,  so  that  the  filtrate  does  not  respond  with  Hellbe.'s  test.  Now 
warm  a  larger  weighed  or  measured  quantity  of  the  liquid  on  the  water- 
bath,  and  add  gradually  the  required  quantity  of  acetic  acid,  with  constant 
stirring,  and  continue  the  heat  for  some  time.  Filter,  wash  with  water, 
extract  with  alcohol  and  then  with  ether,  dry,  weigh,  incinerate  and  weigh 
again.  With  proper  work  the  filtrate  should  not  give  Hellee's  test.  This 
method  serves  in  most  cases,  and  especially  so  in  cases  where  other  bodies 
are  to  be  quantitatively  estimated  in  the  filtrate. 

The  precipitation  by  means  of  alcohol  may  be  used  in  the  quantitative 
estimation  of  proteids.  The  liquid  is  first  carefully  neutralized,  treated 
with  some  NaCl  if  necessary,  and  then  alcohol  added  until  the  solution 
contains  70-80  vol.  per  cent  anhydrous  alcohol.  The  precipitate  is  collected 
on  a  filter  after  24  hours,  extracted  with  alcohol  and  ether,  dried,  weighed, 
incinerated  and  again  weighed.  This  method  is  only  applicable  to  liquids 
which  do  not  contain  any  other  substances,  like  glycogen,  which  are  insolu- 
ble in  alcohol. 

'  Ber.  d.  deutsch.  cheni.  Gesellsch.,  Bd.  29. 
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In  both  these  methods  small  quantities  of  proteids  may  remain  in  the 
filtrates.  These  traces  may  be  determined  as  follows:  Concentrate  the 
filtrate  sufficiently,  remove  any  separated  fat  by  shaking  with  ether,  and 
then  precipitate  with  tannic  acid.  Approximately  63^  of  the  tannic  acid 
precipitate,  washed  with  cold  water  and  then  dried,  may  be  considered  as 
'  proteid. 

In  many  cases  good  results  may  be  obtained  by  precipitating  all  the 
proteid  with  tannic  acid  and  determining  the  nitrogen  in  the  washed  pre- 
cipitate by  means  of  Kjeldafil's  method.  On  multiplying  the  quantity  of 
nitrogen  found  by  6.35  we  obtain  the  quantity  of  proteid. 

The  removal  of  proteids  from  a  solution  may  in  most  cases  be  performed 
by  boiling  with  acetic  acid.  Small  amounts  of  proteid  which  remain  in  the 
filtrates  may  be  separated  by  boiling  with  freshly  precipitated  lead  carbonate 
or  with  ferric  acetate,  as  described  by  Hofmeister.'  If  the  liquid  cannot 
be  boiled,  the  proteid  may  be  precipitated  by  the  very  careful  addition  of 
lead  acetate,  or  by  the  addition  of  alcohol.  If  the  liquid  contains  sub- 
stances which  are  precipitated  by  alcohol,  such  as  glycogen,  then  the  proteid 
may  be  removed  by  the  alternate  addition  of  potassium-mercuric  iodide  and 
hydrochloric  acid  (see  Chapter  VIII,  on  Glycogen  Estimation),  or  also  by 
trichloracetic  acid  as  suggested  by  Obeemayer  and  Frankel." 

Synopsis  of  the  Most  Important  Properties  of  the  Different  Chief  Groups 

of  Proteids. 

Those  proteids  which  occur  formed,  in  the  ordinary  sense,  in  the  animal 
fluids  and  tissues,  and  which  can  be  isolated  from  these  without  losing  their 
original  properties  by  difEerent  chemical  means,  are  called  native  proteids. 
New  modifications,  with  other  properties,  may  be  obtained  from  these 
native  proteids  by  the  action  of  heat,  various  chemical  reagents,  such  as 
acids,  alkalies,  alcohol,  and  others,  as  also  by  proteolytic  enzymes.  These 
new  proteids  are  called  modified  "  proteids,  in  contradistinction  to  the 
native  proteids.  The  albumins,  globulins,  and  nucleoalbumins,  as  given  in 
the  scheme  on  page  16,  belong  to  the  native  proteids,  while  the  acid  and 
alkali  albuminates,  albumoses,  peptones,  and  the  coagulated  proteids  belong 
to  the  modified  proteids. 

The  native  proteids  may  be  precipitated  by  sufficient  amounts  of  neutral 
salts  without  changing  their  properties,  although  the  various  proteids  act 
differently  with  different  neutral  salts.  Some  are  precipitated  by  NaCl, 
others  only  by  MgSO,,  and  still  others  by  only  (NHJ^SO,,  which  is  the 
precipitant  for  nearly  all  proteids.  These  various  properties,  as  also  the 
different  solubility  in  water  and  dilute  salt  solution,  are  used  at  the  present 
time  to  differentiate  between  the  various  proteids  and  groups,  although  it 


'  Zeitsclir.  f.  pliysiol.  Chem.,  Bdd.  3  and  4. 

'  Obermayer,  Wieu.  med.  Jahrbilcher,  1888;  Frankel,  Pflttger's  Arch.,  Bdd.  52 
and  55. 

'  The  word  denaturierung  as  used  by  Neumeister  and  the  author  is  translated  by  the 
•wo:d  modified,  as  it  best  expresses  the  meaning.     The  word  derived  might  also  be  used. 
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must  be  stated  that  these  differences  are  only  relative  and  are  often 
uncertain. 

Albumins.  These  bodies  area»soluble  in  water  and  are  not  precipitated 
by  the  addition  of  a  little  acid  or  alkali.  They  are  precipitated  by  the 
addition  of  large  quantities  of  mineral  acids  or  metallic  salts.  Their  solu- 
tion in  water  coagulates  on  boiling  in  the  presence  of  neutral  salts,  but  a 
weak  saline  solution  does  not.  If  NaCl  or  MgSO,  is  added  to  saturation  to 
a  neutral  solution  in  water  at  the  normal  temperature  or  at  +  30°  C.  no 
precipitate  is  formed ;  but  if  acetic  acid  is  added  to  this  saturated  solution 
the  albumin  readily  separates.  When  ammonium  sulphate  is  added  in 
substance  to  saturation  to  an  albumin  solution  a  complete  precipitation 
occurs  at  ordinary  temperature.  Of  all  the  albuminous  bodies  the  albumins 
are  the  richest  in  sulphur,  containing  from  1.6^  to  2.2^. 

Globulins.  These  albuminous  bodies  are  insoluble  in  water,  but  dissolve 
in  dilute  neutral  salt  solutions.  The  globulins  are  precipitated  unchanged 
from  these  solutions  by  sufficient  dilution  with  water,  and  on  heating  they 
coagulate.  The  globulins  dissolve  in  water  on  the  addition  of  very  little 
acid  or  alkali,  and  on  neutralizing  the  solvent  they  precipitate  again. 

The  solution  in  a  minimum  amount  of  alkali  is  precipitated  by  carbon 
dioxide,  but  the  precipitate  may  be  redissolved  by  an  excess  of  the  precipi- 
tant. The  neutral  solutions  of  the  globulins  containing  salts  are  partly  or 
completely  precipitated  on  saturation  with  NaCl  or  MgSO,  in  substance  at 
normal  temperatures.  The  globulins  are  completely  precipitated  by  saturat- 
ing with  ammonium  sulphate.  The  globulins  contain  an  average  amount 
of  sulphur,  not  below  1^. 

A  sharp  line  between  the  globulins  ou  one  side  and  the  artificial  albuminates  on  the 
other  can  hardly  be  drawn.  The  iilbumiiiates  are,  indeed,  as  a  rule  insoluble  in  dilute 
common-salt  solutions  ;  but  an  albuminate  may  be  prepared  by  the  action  of  strong-  alkali 
which  is  soluble  in  common-salt  solutions  immediately  after  precipitation.  We  also 
have  globulins  which  are  insoluble  in  NaCl  after  having  been  in  contact  witli  water  for 
some  time. 

Nucleoalbumins.  This  group  of  phosphorized  proteids  are  found  widely 
diffused  in  both  the  animal  and  vegetable  kingdoms.  The  nucleoalbumins 
are  found  in  organs  abounding  in  cells,  but  they  also  occur  in  secretions  and 
sometimes  in  other  fluids  in  apparent  solution  as  destroyed  and  altered 
protoplasm.  The  nucleoalbumins  behave  like  rather  strong  acids;  they  are 
nearly  insolpble  in  water,  but  dissolve  easily  with  the  aid  of  a  little  alkali. 
Such  a  solution,  neutral  or,  indeed,  a  faintly  acid  one,  does  not  coagulate 
on  boiling.  The  nucleoalbumins  resemble  the  globulins  and  the  albumi- 
nates (see  below)  in  solubility  and  precipitation  properties,  but  differ  from 
them  in  being  hardly  soluble  in  neutral  salts.  The  most  important  differ- 
ence between  the  nucleoalbumins,  the  globulins,  and  the  albuminates  is  that 
the  nucleoalbumins  contain  phosphorns.  They  also  differ  from  the  other 
genuine  proteids  by  this  quantity  of  phosphorus  and  stand  on  this  account 
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close  to  the  nncleoproteids.  They  differ  from  the  latter  in  that  they  do 
not  yield  xanthin  bodies  on  cleavage.  On  peptic  digestion  most  nucleo- 
albumins  yield  a  proteid  substance  very  rich  in  phosphorus,  which  has  been 
called  ^arff-  or  pseudomiclein  in  contradistinction  to  the  true  nucleins  (see 
Chapter  V).  According  to  Liebermann  '  pseudonnclein  is  a  combination 
of  proteid  with  metaphosphoric  acid.  The  nncleoalbumins  seem  to  contain 
some  iron. 

The  separation  of  pseudonnclein  in  the  peptic  digestion  of  nucleoalhurains  cannot  be 
considered  as  positively  cbaracleristic  of  the  nucleoalbninin  group.  The  extent  of  such 
a  cleavage  is  dependent  upon  the  intensity  of  the  pepsin  digestion,  upon  the  degree  of 
acidity  and  tlie  relationship  between  the  nucleoalbumius  and  the  digestive,  fluids.  The 
separation  of  a  pseudonnclein  may,  as  shown  by  Salkowrki,  not  occur  even  in  the 
digestion  of  ordinary  casein,  and  Wuoblewski  did  not  obtain  any  pseudonnclein  at  all 
in  the  digestion  of  tLie  casein  from  human  milk.  In  the  digestion  of  vegetable  nucleo- 
albumin  Wiman'  has  also  shown  that  the  fact  whether  we  obtain  a  great  deal  of  pseudo- 
nucleia  or  not  is  dependent  upon  the  way  in  which  tlie  digestion  is  performed.  The 
most  essential  characteristic  of  this  group  of  proteids  is  that  they  contain  a  giyen  amount 
of  phosphorus,  and  the  absence  of  xanthin  bases  among  their  cleavage  products. 

The  nncleoalbumins  are  often  confounded  with  nucleoproteids  and  also- 
with  phosphorized  glycoproteids.  Prom  the  first  class  they  differ  by  not 
yielding  any  xanthin  bodies  when  boiled  with  acids,  and  from  the  second 
group  by  not  yielding  any  reducing  substance  on  the  same  treatment. 

Lecithalbumins.  In  the  preparation  of  certain  protein  substivnces  products  are  often 
obtained  containing  lecithin,  and  this  lecithin  can  only  be  removed  with  diflBculty  or 
incompletely  by  a  mixture  of  alcohol  and  ether.  Ovovitellin  is  such  a  protein  body  con- 
taining considerable  lecithin,  and  Hoppb-Seylbr  considers  it  a  combination  of  proteid 
and  lecithin.  Libbermann'  hiis  obtained  proteids  containing  lecithin  as  an  insoluble 
residue  on  the  peptic  digestion  of  mucous  membranes  of  the  stomach,  liver,  kidneys, 
lungs,  and  spleen.  He  considers  them  as  combinations  of  proteid  and  lecithin  and  calls 
them  lecilhalbuminii. 

Alkali  and  Acid  Albuminates.  Native  proteids  may,  as  the  researches 
of  recent  date  of  several  investigators  such  as.SjOQVisT,  0.  Cohjstheim, 
BuGAKSZKT  and  L.  LiEBEKMAifif  *  show,  enter  into  combinations  with  acids 
and  alkalies  without  changing  their  properties.  On  the  contrary,  by  the 
sufficiently  strong  action  of  these  reagents  a  modification  may  take  place. 
By  the  action  of  alkalies  all  native  albuminous  bodies  are  converted)  with  the- 
elimination  of  nitrogen  or  by  the  action  of  stronger  alkali,  also  with  the 
emission  of  sulphur,  into  a  new  modification,  called  alkali  albuminate, 
whose  specific  rotation  is  iucreased  at  the  same  time.  If  caustic  alkali  in 
substance  or  in  strong  solution  be  allowed  to  act  on  a  concentrated  proteid 
solution,  such  as  blood-serum  or  egg-albumin,  the  alkali  albuminate  may  be 

'  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  21. 

'  Salkowski,  Pflilger's  Arch.,  Bd.  63  ;— Wroblevfski,  BeitrSge  zur  Kenntniss  dcs 
Frauenkaselns.     Inaug.-Diss.  Bern,  1894  ;— Wiman,  Upsala  Lttkaref.  FOrh.,  N.  P.  2. 

»  Hoppe-Seyler,  Med.  chem.  Untersuch.,  1868  ;  also  Zeitschr.  f.  physiol.  Chem.,  Bd. 
13,  S.  479  ;  Liebermann,  Pflilger's  Archiv,  Bdd.  50  and  54. 

*  SjOqvist,  Skand.  Arch.  f.  Physiol.,  Bd.  5  ;  O.  Colyiheim,  Zeitschr.  f.  Biologle,  Bd. 
33;  Bugarszky  and  Liebermann,  Pflilger's  Arch.,  Bd.  72. 
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obtained  as  a  solid  jelly  which  dissolves  in  water  on  heating,  and  which  ia 
called  "  Libberkuhn's  solid  alkali  albuminate."  By  the  action  of  dilute 
caustic  alkali  solutions  on  dilute  proteid  solutions  we  have  alkali  albumi- 
nates formed  slowly  at  the  ordinary  temperature,  but  more  rapidly  on 
heating.  These  solutions  may  be  modified  by  the  source  of  the  proteid 
acted  upon,  and  also  by  the  extent  of  the  action  of  the  alkali,  but  still  they 
have  certain  reactions  in  common. 

If  proteid  .is  dissolved  in  an  excess  of  concentrated  hydrochloric  acid,  or 
if  we  digest  a  proteid  solution  acidified  with  1-3  p.  m.  hydrochloric  acid  in 
the  warmth,  or  digest  the  proteid  alone  with  pepsin  hydrochloric  acid,  we 
obtain  new  modifications  of  proteid  which  indeed  may  show  somewhat  vary- 
ing properties,  but  have  certain  reactions  in  common.  These  modifications, 
■which  may  be  obtained  in  a  solid  gelatinous  condition  on  sufficient  concen- 
tration, Are  called  acid  albuminates  or  acid  albumins,  and  sometimes 
syntonin,  though  we  prefer  to  call  that  acid  albuminate  syntonin  which  is 
obtained  by  extracting  muscles  with  hydrochloric  acid  of  1  p.  m.  F.  Gold- 
SCHMIDT  '  has  shown  in  the  action  of  acids  on  ovalbumin  that  even  in  very 

dilute  solutions  of  acid  (=-gHClj  secondary  albumoses  are  produced  at  the 

same  time  as  acid  albuminates,  which  shows  that  the  acid  albuminate  forma- 
tion is  accompanied  by  the  splitting  ofE  of  albumoses.  He  also  found  that 
the  formation  of  secondary  albumoses  did  not  require  the  previous  formation 
of  primary  albumoses.  The  extent  as  to  the  formation  of  acid  albuminate, 
liemiprotein  (KuHifE's  antialbuminate),  various  albumoses,  peptones,  and 
further  cleavage  products  is  essentially  dependent  upon  the  temperature 
and  upon  the  concentration  of  the  acid. 

The  alkali  and  acid  albuminates  have  the  following  reactions  in 
common:  They  are  nearly  insoluble  in  water  and  dilute  common-salt  solu- 
tion (see  page  30),  but  they  dissolve  readily  in  water  on  the  addition  of  a 
very  small  quantity  of  acid  or  alkali.  Such  a  solntion  or  one  nearly  neutral 
does  not  coagulate  on  boiling,  but  is  precipitated  at  the  normal  temperature 
on  neutralizing  the  solvent  by  an  alkali  or  an  acid.  A  solution  of  an  alkali 
or  acid  albuminate  in  acid  is  easily  precipitated  on  saturating  with  NaCl, 
but  a  solntion  in  alkali  is  precipitated  with  difficulty  or  not  at  all,  according 
to  the  amount  of  alkali  it  contains.  Mineral  acids  in  excess  precipitate 
solutions  of  acid  as  well  as  alkali  albuminates.  The  nearly  neutral  solutions 
of  these  bodies  are  also  precipitated  by  metallic  salts. 

Notwithstanding  this  agreement  in  the  reactions,  the  acid  and  alkali 
albuminates  are  essentially  different,  for  by  dissolving  an  alkali  albuminate 
in  some  acid  no  acid  albuminate  solution   is   obtained,  nor   is  an   alkali 

'  TJeber  die  Einwirkung  von  Saiiren  auf  Eiweissstoffe.  luaug.-Diss.  Strassburg, 
1898. 
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albuminate  formed  on  dissolving  an  acid  albuminate  in  water  by  the  aid  of 
a  little  alkali.  In  the  first  case  we  obtain  a  solution  of  the  combination  of 
the  alkali  albuminate  and  the  acid  and  in  the  other  case  a  solable  combina- 
tion of  the  acid  albuminate  with  the  alkali  added.  The  chemical  process 
in  the  modification  of  proteids  with  an  acid  is  essentially  different  from  the 
,  modification  with  an  alkali,  hence  the  products  are  of  a  different  kind. 
The  alkali  albuminates  are  relatively  strong  acids.  They  may  be  dissolved 
in  water  with  the  addition  of  CaCOj,  with  the  elimination  of  CO,,  which 
does  not  occur  with  typical  acid  albuminates,  and  they  show  in  opposition 
to  the  acid  albuminates  also  other  variations  which  stand  in  connection  with 
"their  strongly  marked  acid  nature.  Dilute  solutions  of  alkalies  act  more  . 
energetically  on  proteids  than  do  acids  of  corresponding  concentration.  In 
the  first  case  a  part  of  the  nitrogen,  and  often  also  the  sulphur,  is  split  off, 
and  from  this  property  we  may  obtain  an  alkali  albuminate  by  the  action 
of  aa  alkali  upon  an  acid  albuminate;  but  we  cannot  obtain  an  acid  albumi- 
aiate  by  the  reverse  reaction  (K.  Mobner  ').  For  this  reason  the  calling 
■of  the  modified  proteid  obtained  by  the  action  of  -alkali  or  acid,  pkotein, 
and  the  combinations  of  this  protein  with  alkali,  alkali  albuminate  and  the 
combination  with  acid,  acid  albuminate,  leads  to  a  misunderstanding  or  to 
a  wrong  conception. 

Desamidoalbaminic  acid  is  an  alkali-albuminate  which  Schmiedebebo'  obtaiued  by 
the  action  of  such  weak  alkali  that  a  part  of  the  nitrogen  was  evolved,  but  the  quantity 
of  sulphur  remiiined  the  same.  The  proteid  combination  obtained  by  Blum  by  the  action 
of  forraol  on  proieid  and  called  by  him  proiogen,'  has  similarities  with  the  alkali-albu- 
minates  in  regard  to  solubilities  and.  precipitation,  but  is  not  identical  therewith. 

The  preparation  of  the  albuminates  has  been  given  above.  By  the 
action  of  alkalies  or  acids  upon  a  proteid  solution  the  corresponding 
albuminate  may  be  precipitated  by  neutralizing  with  acid  or  alkali.  The 
washed  precipitate  is  dissolved  in  water  by  the  aid  of  a  little  alkali  or  acid, 
and  again  precipitated  by  neutralizing  the  solvent.  If  this  precipitate 
which  has  been  washed  in  water  is  treated  with  alcohol  and  ether,  the 
albuminate  will  be  obtained  in  a  pure  form. 

Albumoses  and  Peptones.  Peptones  are  designated  as  the  final  products 
of  the  decomposition  of  albuminons  bodies  by  means  of  proteolytic  enzymes, 
in  so  far  as  these  final  products  are  still  true  albuminous  bodies,  while  we 
designate  as  albumoses,  proteoses,  or  propeptones  the  intermediate  products 
produced  in  the  peptonization  of  proteids  in  so  far  as  they  are  substances 
not  similar  to  albuminates.  Albumoses  and  peptones  may  also  be  produced 
by  the  hydrolytic  decomposition  of  the  proteids  with  acids  or  alkalies,  also 
by  the  putrefaction  of  the  same.     They  may  also  be  formed  in  very  small 

'  Pfltlger's  Archiv,  Bd.  17. 

«  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  39. 

'  Blum,  Zeitschr.  f.  physiol.  Chem.,  Bd.  22.  The  older  investigations  of  Loew  may 
be  found  in  Maty's  .Tahresber.,  1888.  On  the  action  of  formaldehyde,  see  also  Benedi- 
centi,  Du  Bois-Keym'ond's  Arch.,  1897. 
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quantities  as  by-products  in  the  investigations  of  animal  fluids  and  tissues^ 
and  the  question  to  what  extent  these  exist  preformed  under  physiological 
conditions  requires  very  careful  investigation. 

Between  the  peptone  which  represents  the  final  cleavage  product  and 
the  albumose  which  stands  closest  to  the  original  proteid  we  have 
undoubtedly  a  series  of  intermediate  products.  Under  such  circumstances 
it  is  a  difficult  problem  to  try  to  draw  a  sharp  line  between  the  peptone  and 
the  albumose  group,  and  it  is  Just  as  difficult  to  define  our  conception  of 
peptones  and  albnmoses  in  an  exact  and  satisfactory  manner. 

The  alhumoses  have  been  considered  as  those  albuminous  bodies  whose 
neutral  or  faintly  acid  solutions  do  not  coagulate  on  boiling  and  which,  to 
distinguish  them  from  peptones,  were  characterized  chiefly  by  the  following 
properties.  The  watery  solutions  are  precipitated  at  the  ordinary  tempera- 
ture by  nitric  acid  as  well  as  by  acetic  acid  and  potassium  ferrocyanide,  and 
this  precipitate  has  the  peculiarity  of  disappearing  on  heating  and  reappear- 
ing on  cooling.  If  a  solution  of  albnmoses  is  saturated  with  NaCl  in 
substance,  the  albnmoses  are  partly  precipitated  in  neutral  solutions,  but 
on  the  addition  of  acid  saturated  with  the  salt  they  completely  precipitate. 
This  precipitate,  which  dissolves  on  warming,  is  a  combination  of  albumose 
with  the  acid. 

We  formerly  designated  as  peptone  those  proteid  bodies  which  are  readily 
soluble  in  water  and  which  do  not  coagulate  by  heat,  whose  solutions  are 
precipitated  neither  by  nitric  acid,  nor  by  acetic  acid  and  potassium  ferro- 
cyaiude,  nor  by  neutral  salts  and  acid. 

The  reactions  and  properties  which  the  albnmoses  and  peptones  had  in 
common  were  formerly  considered  as  the  following :  They  give  all  the  color 
reactions  of  the  proteids,  but  with  the  biuret  test  they  give  a  more  beautiful 
red  color  than  the  ordinary  proteids.  They  are  precipitated  by  ammoniacal 
lead  acetate,  by  mercuric  chloride,  tannic,  phospho-tungstic,  phospho- 
molybdic  acids,  potassium-mercuric  iodide  and  hydrochloric  acid,  and  lastly 
by  picric  acid.  They  are  precipitated  but  not  coagulated  by  alcohol, 
namely,  the  precipitate  obtained  is  soluble  in  water  even  after  being  in 
contact  with  alcohol  for  a  long  time.  The  albnmoses  and  peptones  also 
have  a  greater  diffusive  power  than  native  albuminous  bodies,  and  the 
diffusive  power  is  greater  the  nearer  the  questionable  substance  stands  to 
the  final  product,  the  now  so-called  pure  peptone. 

These  old  views  have  undergone  an  essential  change  in  the  last  few 
years.  After  Hetnsius'  '  observation  that  ammonium  sulphate  was  a 
general  precipitant  for  proteids,  also  peptone  in  the  old  sense,  KitHJSTE  '■'  and 

'  Pfliiger's  Archiv,  Bd.  34. 

^  See  Kuhne,  Veihandl.  d.  naturhistor.  Vereins  zu  Heidelberg  (N.  F,),  3  ;  J.  Wenz, 
Zeitschr.  f .  Biologie.  Bd.  23  ;  Kuhne  and  Chittenden,  Zeitschr.  f.  Biologie,  Bd.  23 ;  R. 
Neumeister,  ibid.,  Bd.  33  ;  Kuhne,  iJid.,  Bd.  29. 
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Lis  pnpils  proposed  this  salt  as  a  means  of  separating  albumoses  and 
peptones.  Those  products  of  digestion  which  separate  on  saturating  their 
solution  with  ammonium  sulphate  are  considered  by  Kuhne  and  indeed  by 
most  of  the  modern  investigators  as  albumoses,  while  those  which  remain 
in  solution  are  called  peptones  or  pure  peptone.  This  pure  peptone  is 
formed  in  relatively  large  amounts  in  pancreatic  digestion,  while  in  pepsin 
digestion  it  is  only  formed  in  small  quantities  or  after  prolonged  digestion. 
According  to  Schutzenbekqer  and  Kuhne  '  the  proteids  yield  two 
chief  groups  of  new  albuminous  bodies  when  decomposed  by  dilute  mineral 
acids  or  with  proteolytic  enzymes;  of  these  the  anti  group  shows  a  greater 
resistance  to  further  action  of  the  acid  and  enzyme  than  the  other,  namely^ 
the  hemi  group.  These  two  groups  are,  according  to  Kuhne,  united  in 
the  different  albumoses,  even  though  in  various  relative  amounts,  and  each 
albumose  contains  the  anti  as  well  as  the  hemi  group.  The  same  is  true  for 
the  peptone  obtained  in  pepsin  digestion,  hence  he  calls  it  amphopeptone. 
In  tryptic  digestion  a  cleavage  of  the  amphopeptone  takes  place  into  anti- 
peptone  and  hemipeptone.  Of  these  two  peptones  the  hemipeptone  is  further 
split  into  amido  acids  and  other  bodies  while  the  antipeptone  is  not 
attacked.  By  the  sufficiently  energetic  action  of  trypsin  only  one  peptone 
is  at  last  obtained,  the  so-called  antipeptone.  According  to  the  researches 
of  Kutscher  '  the  antipeptone  obtained  in  the  pancreatic  digestion  is  not 
a  chemical  individuality,  but  a  mixture  in  which  the  hexon  bases  histidin 
and  arginin,  besides  monamido  acids,  have  been  detected.  This  also  follows 
from  the  observations  made  by  Balke  that  the  antipeptone  prepared  by 
him  could  be  separated  into  two  parts  by  phospho-tungstic  acid,  one  part 
rich  in  bases  and  the  other  rich  in  acids.  For  these  reasons  Kutscher  also 
denies  the  chemical  individuality  of  carnic  acid  (see  page  45),  which 
Siegfried  and  Balke  consider  as  identical  with  antipeptone.  With  this 
view  the  work  of  Balke  is  hard  to  reconcile,  as  this  investigator  has 
prepared  several  metallic  salts  of  antipeptone  which  corresponds  to  Sieg- 
fried's formula  for  carnic  acid.  As  we  are  not  justified  in  doubting  the 
reliability  of  either  investigator  we  can  possibly  seek  the  contradictory 
statements  in  the  manner  of  procedure  of  the  two  investigators.  Balke 
allowed  the  digestion  to  go  on  for  only  four  days,  while  Kutscher,  on  the 
contrary,  allowed  it  to  continue  for  forty  days;  and  as  Kutscher,  in  a  sub- 
sequent work,"  has  shown  that  by  sufficiently  energetic  and  continuous  trypsin 
digestion  the  antipeptone  (the  substance  which  gives  the  biuret  reaction)  is 
completely  decomposed  or  exists  only  as  traces,  it  is  possible  that  Kutscher 

•  Sclmlzeiiberger,  Bull,  de  la  soc.  chimique  de  Paris,  33  ;  Kiihne,  Verbsiudl.  d. 
naturhist.  Vereins  zu  Heidelberg  (N.  F),  Bd.  1;  and  Ktthne  and  Chittenden,  Zcitschr. 
f.  Biologie,  Bd.  19.     See  also  Paal,  Ber.  d.  deutsoh.  cliem.  Gesellscb.,  Bd.  27. 

« Zeitschr.  f.  physlol.  Chera.,  Bd.  25,  S.  195,  and  Bd.  26,  S.  110. 

'  Die  Endprodukte  der  Trypsinverdauung,  Habilitationsschiift,  Strassburg,  1899. 
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in  his  lengthy  digestion  experiments  split  the  chief  part  of  Balke's  anti- 
peptone.  This  question  reqaired  farther  elucidation.  On  account  of 
observations  given  in  the  previous  memoir  Kutschee  is  of  the  opinion  that 
at  least  in  the  proteids  of  the  pancreas  gland  the  occurrence  of  an  anti 
group  may  be  excluded.  He  also,  for  other  reasons,  differs  from  the 
common  view  of  Kuhne,  in  regard  to  the  digestive  cleavage  of  proteids. 
According  to  him  it  would  be  simplest  and  best  to  return  to  the  old  nomen- 
clature and  call  the  primary  albumoses  propeptone  and  the  denteroalbumoses 
and  Kuhne's  peptone,  on  the  contrary,  peptone. 

KtJHNE  and  his  pupils,  who  have  conducted  these  complete  investiga- 
tions on  the  albumoses  and  peptones,  classify  the  various  albumoses  accord- 
ing to  their  different  solubilities  and  precipitation  powers.  In  the  pepsin 
digestion  of  fibrin '  they  obtained  the  following  albumoses :  (a)  ffetero- 
alhumose,  insoluble  in  water  but  soluble  in  dilute  salt  solution;  {b) 
Protalhumose,  soluble  in  salt  solution  and  water.  These  two  albumoses  are 
precipitated  by  NaCl  in  neutral  solutions,  but  not  completely.  Hetero- 
albumose  may,  by  being  in  contact  with  water  for  a  long  time  or  by  drying, 
be  converted  into  a  modification,  called  (c)  Dysalhumose,  which  is  insoluble 
in  dilute  salt  solutions,  [d)  Deuieroalbumose  is  an  albumose  which  is 
soluble  is  water  and  dilute  salt  solution  and  which  is  incompletely  precipi- 
tated from  acid  solution  by  saturating  with  NaCl  and  not  precipitated  from 
neutral  solutions.  This  precipitate  is  a  combination  of  the  albumose  with 
acid  (Heeth  ') .-  The  heteroalbumose  is  essentially  the  same,  as  described 
by  Beucke,  as  peptone. 

The  albumoses  obtained  from  different  proteid  bodies  do  not  seem  to  be 
identical,  but  differ  in  their  behavior  to  precipitants.  Special  names  have 
been  given  to  these  various  albumoses  according-  to  the  mother-proteid, 
namely,  glohuloses,  vitelloses,  caseoses,  myosinoses,  etc.  These  various 
albumoses  are  further  distinguished,  asproio-,  hereto-,  and  deutero-caseoseB 
for  example.  All  the  albumoses  formed  in  the  digestion  of  animal  and 
vegetable  proteid  are  embraced  in  the  common  name  proteoses  by  Chitten- 
den.' Certain  proteoses  have  also  been  obtained  in' a  crystalline  state 
(Scheottee). 

Neumbistkr*  designates  as  aimidalbumose  that  body  which  is  obtained  by  the  aclion 
of  superheated  steam  on  fibrin.  At  the  same  time  he  also  obtained  a  substance  culled 
atmidalbumin,  which  stands  between  the  albuminates  and  the  albumoses. 

•  See  Kiihne  and  Chittenden,  Zeitschr.  f.  Biologie,  Bd.  20. 
I     »  Monatshefte  f.  Chem.,  Bd.  5. 

'  Kuhne  and  Chittenden,  Zeitschr.  f.  Biologie,  Bdd.  23  and  25;  Neumeister,  ibid., 
Bd.  33  ;  Chittenden  and  Hartwell,  Journ.  of  Physiol.,  Vols.  11  and  13  ;  Chittenden  and 
Painter,  Studies  from  the  Laboratory,  etc.,  Yale  University,  Vol.  8,  New  Haven,  1891  ; 
Chittenden,  tUd.,  Vol.  3;  Sebelien,  Chera.  Centralblatt,  1890;  Chittenden  and  Good- 
win, Journ.  of  Physiol.,  Vol.  13. 

■•  Zeitschr.  f.  Biologie.  Bd.  26.  See  also  Chittenden  and  Meara,  Journ.  of  Physiol., 
Vol.  15,  and  SalkowsUi,  Zeitschr.  f.  Biologie,  Bd.  34. 
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Of  the  soluble  albiimoses  Neumeistee  designates  protoalbumose  and 
heteroalbamose  as  primary  alhtmoses,  while  the  denteroalbamoses,  which 
are  closely  allied  to  the  peptones,  he  calls  secondary  albiimoses.  As  essen- 
tial difference  between  the  primary  and  secondary  albumoses  he  saggests  the 
following:'  The  primary  albumoses  are  precipitated  by  nitric  acid  in  salt- 
free  solutions,  while  the  secondary  albumoses  are  only  precipitated  in  salt 
solutions,  and  certain  deuteroalbumoses,  such  as  deuterovitellose  and  deu- 
teromyosinose,  are  only  precipitated  by  nitric  acid  in  solutions  saturated 
with  NaCl.  The  primary  albumoses  are  precipitated  from  neutral  solutions 
by  coppel"  sulphate  solution  (2  :  100),  also  by  NaCl  in  substance,  while  the 
secondary  albnmoses  are  not.  The  primary  albumoses  are  completely  pre- 
cipitated from  their  solution  saturated  witli  NaCl  by  the  addition  of  acetic 
acid  saturated  with  salt,  while  the  secondary  albumoses  are  only  partly 
precipitated.  The  primary  albumoses  are  readily  precipitated  by  acetic 
acid  and  potassium  ferrocyanide,  while  the  secondary  are  only  incompletely 
precipitated  after  some  time.  The  primary  albnmoses  are  also,  according 
to  Pick,'  completely  precipitated  by  ammonium  sulphate  (add  to  one  half 
sataration),  while  the  secondary  albumoses  remain  in  solution. 

The  true  peptones  are  exceedingly  hygroscopic,  and  when  perfectly  dry 
sizzle  like  phosphoric  anhydride  when  treated  with  water.  They  are 
exceedingly  soluble  in  water,  diffuse  more  readily  than  the  albumoses,  and 
are  not  precipitated  by  ammonium  sulphate.  In  contradistinction  to  the 
albumoses  the  true  peptones  are  not  precipitated  by  nitric  acid  (even  in 
solution  saturated  with  salt),  by  acetic  acid  saturated  with  salt  and  sodium 
chloride,  potassium  ferrocyanide  and  acetic  acid,  picric  acid,  trichloracetic 
acid,  mercuric-potassium  iodide  and  hydrochloric  acid.  They  are  precipi- 
tated by  phospho-tungstic  acid,  phospho-molybdic  acid,  corrosive  sublimate 
(in  the  absence  of  neutral  salts),  absolute  alcohol  and  tannic  acid,  but  the 
precipitate  may  redissolve  on  the  addition  of  an  excess  of  the  precipitant. 
As  important  difference  between  ampho-peptone  and  antipeptone  we  must 
also  mention  that  the  first  gives  Millox's  reaction  while  the  antipeptone 
does  not. 

Ill  regard  to  the  precipitation  by  alcohol  we  must  call  attention  to  the  observations  of 
Frankbl  that  not  only  are  the  acid  combinaiions  of  peptone  (Paal)  soluble  in  alcohol, 
but  iilso  the  free  peptone,  and  Frankel  has  even  suggested  a  method  of  preparation 
bused  on  this  behavior.  ScnRoTTEii'  has  also  prepared  crystalline  albumoses  which 
were  soluble  in  hot  alcohol,  especially  methyl  alcohol. 

According  to  the  ordinary  view  the  albumoses  are  intermediary  steps  in 
the  formation  of  peptone,  and  indeed  that  from  the  primary  albumoses  the 
deuteroalbumose  is  derived  and  from  tbis  then  the  peptone.     In  opposition 

'  Nenmeistcr,  Zeitschv.  f.  Biologic,  Bdd.  24,  26. 
'  Zeitschr.  f.  physiol.  Chem.,  Bd.  34. 

'  Frankel,  Zur  Kenntnisse  der  Zerfallsprodidite  des  Eiweisses  bei  peptischer  und 
tryptischer  Verdauung.     Wien,  1896  ;— SchrOtter,  Monatshefte  f.  Chem.,  Bdd.  14,  16. 
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to  this  view  it  seems  remarkable  that,  as  found  by  Kuhnb,'  the  deutero- 
fibrinoses  difEase  less  readily  'than  the  protofibrinoses,  and  also,  according  to 
Sabanejew,  the  deuteroalbumoses  have  a  higher  molecular  weight  (3200) 
than  the  protalbumoses  (2467-3643).  The  peptones  have  a  lower  molecular 
weight,  as  shown  by  Sabanejbw,  Paal,  Sjoqvist,"  to  lie  between  400  and 
250  for  various  preparations.  Scheottek  found  the  molecular  weight  of 
his  albamoses  to  be  600-700.  According  to  Paal  the  acid-combining 
power  of  the  hydration  products  produced  in  peptonization  increases  as  the 
molecular  weight  decreases.  Cohnheim  ^  found  this  statement  true,  as  he 
discovered  that  the  antipeptone  had  a  much  higher  hydrochloric  acid-com- 
bining power  than  the  albumoses.  He  also  found  that  the  heteroalbumose 
united  with  a  much  greater  quantity  of  acid  than  the  deuteroalbumose. 

SCHBOTTBB*  objects  to  the  above  view  as  to  the  albumoses  being  intermediary  steps 
in  tlie  formation  of  peptone,  inasmuch  as,  according  to  him,  no  albumoses  are  first  formed 
by  tlie  action  of  acids  on  proteids  which  then  yield  peptone,  but  the  proteid  is  simul- 
taneously split  Into  albumoses  and  peptones. 

As  above  stated,  we  consider  the  behavior  to  ammonium  sulphate  as  the 
absolute  difference  between  albumoses  and  peptones.  It  is  still  doubtful 
whether  the  behavior  of  a  single  salt,  the  ammonium  sulphate,  yields  suffi- 
cient basis  for  the  characterization  of  two  groups  of  albuminous  bodies,  the 
albumoses  and  peptones;  and  this  question  is  warranted  since,  according  to 
Neumeistbk,  we  have  a  deuteroalbumose  (formed  from  the  protalbumose  in 
peptic  digestion)  which  is  not  completely  precipitated  by  ammonium 
sulphate.  It  seems  that  the  transformation  of  proteids  into  peptones  takes 
place  through  a  number  of  intermediate  steps  similar  to  the  trans- 
formation of  starch  into  sugar  through  a  series  of  dextrins,  and  as 
ammonium  sulphate  is  not  a  means  of  separation  between  dextrins  and 
sugar,  although  it  precipitates  certain  dextrins,  but  not  all,  so  also  it  is  a 
question  whether  it  can  serve  as  a  means  of  separation  for  the  albumoses 
and  peptones.  A  complete  separation  of  these  several  intermediate  products, 
as  well  as  their  purification,  is  such  an  extremely  difficult  task  that  it  is 
nearly  impossible  at  present  to  say  how  far  such  a  differentiation  is 
warranted  or  feasible. 

In  recent  times  other  points  of  difference  between  the  peptones  and  albumoses  has  been 
sought  for,  and  Schrotter  and  Frankbl  *  consider  the  sulphur  as  such.  Schkotter  des- 
ignates the  fbllovvlug  as  the  difference  between  albumoses  and  peptones.  Tlie  albumoses 
contain  more  nitrogen  and  have  a  higher  molecular  weight  and  contain  sulphur.  Ac- 
cording to  Frankbl  the  peptones  are  always  free  from  sulphur.  The  albumoses,  on  the 
contrary,  contain  sulphur,  and  he  has  only  found  one  alburaose  (in  Kilhne's  sense)  which 
did  not  contain  sulphur. 

'  Zeitschr.  f.  Biologie,  Ed.  29. 

'  Sabanejew,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  26  ;  Paal,  ibid.,  Bd.  37 ;  Sjo- 
qvist,  Skand.  Arch.  f.  Physiol.,  Bd.  5. 

'  Paal,  1.  c. ;  Cohnheim,  Zeitschr.  f.  Biologie,  Bd.  33. 
*  Monatshefte  f.  Chem.,  Bd.  16. 
'  SchrOtter,  1.  c. ;  Frankel,  1.  c. 
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The  question  as  to  the  difference  between  albumoses  and  peptones 
lias  lately  taken  another  phase,  as  it  is  a  question  whether  the  so-called 
pure  peptones  are  true  proteids  or  not.  According  to  the  researches  of 
Siegfried  and  his  pupils,'  antipeptone  is  identical  with  carnic  acid  (see 
page  43).  If  this  is  true,  then  antipeptone  is  a  monobasic  acid  with  the 
formula  C„H„N,0, ,  having  a  still  smaller  molecular  weight  than  the 
protamins,  which  can  hardly  be  considered  as  proteid.  Under  such  circum- 
stances it  seems  perhaps  best  to  drop  the  name  antipeptone  if  we  continue 
to  designate  such  bodies  peptones,  which  are  still  true  proteids  (in  ordinary 
sense).  In  the  suflBciently  energetic  trypsin  digestion  no  peptone  at  all 
is  produced  only  simpler  cleavage  products,  and  the  so-called  amphopeptone 
formed  in  pepsin  digestion  is  the  ony  one  which  remains,  the  careful  study 
■of  which  will  be  of  the  greatest  interest. 

Laweow  ■'  has  recently  published  his  investigations  on  the  peptic  and 
tryptic  digestive  products.  These  observations  show  that  the  products  not 
precipitated  by  ammonium  sulphate  are  not  true  proteids,  but  consist  of  a 
mixture  of  decomposition  products  of  true  proteids.  The  action  of  various 
albumoses  and  peptones,  as  also  antialbumid,  as  well  as  gelatoses  and  gelatin 
peptone,  upon  the  blood-pressure,  blood-coagulation,  etc.,  has  been  studied 
"by  Chittenden  '  and  his  pupils,  and  in  connection  with  this  work  they  also 
give  a  few  chemical  investigations  as  to  the  questionable  bodies.  An 
antipeptone  which  was  prepared  from  pure  antialbumid  by  trypsin  digestion 
contained  on  an  average  0  50.93;  N  13.58;  and  S  1.62^.  The  low  per- 
centage of  nitrogen  indicates  that  the  body  was  not  contaminated  by  basic 
substances,  or  only  to  an  insignificant  extent.  On  cleavage  by  boiling  with 
20^  hydrochloric  acid  and  then  determining  the  total  nitrogen,  the 
ammonia  nitrogen,  and  the  basic  nitrogen  contained  in  the  phospho-tungstic 
acid  precipitate,  they  found  that  the  basic  nitrogen  amounted  to  17. 2j^  of 
the  total  nitrogen  of  antialbumid,  27. 9j^  of  the  hemialbumose,  and  20.7^  of 
the  hemipeptone. 

What  relationship  do  the  albumoses  and  peptones  bear  to  the  proteid 
from  which  they  are  formed?  The  numerous  analyses  of  different  albumoses 
made  thus  far  show  chiefly  that,  with  the  exception  of  those  albumoses 
which  stand  closest  to  the  true  peptones,  there  is  no  essential  difference 
between  the  composition  of  the  original  proteids  and  the  corresponding 
.albumoses.  The  pure  peptones,  as  well  as  certain  albumoses  standing  close 
•to  the  pure  peptones,  seem,  on  the  contrary,  to  contain  about  the  same 
•amount  of  hydrogen  and  nitrogen  and  to  be  habitually  poorer  in  carbon  than 
the  primary  albumoses  or  the  proteid.* 

'  See  foot-note  on  carnic  acid,  fo<it-iiote  2,  page  43 

'  Zeitschr.  f.  pliysiol.  Chem.,  Bd.  26. 

«  Amer.  Journ.  of  Physiol.,  Vol.  2. 

*  Elementary  analyses  of  albumoses  and  peptones  will  be  found  in  the  works  of 
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The  elementary  analyses  made  up  to  the  present  time  have  not  given  us 
a  positive  answer  in  regard  to  the  relationship  existing  between  the  proteids 
on  one  side  and  the  albumoses  and  peptones  on  the  other.  The  view  that 
the  peptone  formation  is  a  hydrolytic  splitting  is  accepted  by  Hoppe- 
Setlek,  Kuhne,  Henningee,  and  indeed  by  nearly  all  recent  investi- 
gators. In  support  of  this  view  we  have  the  observations  of  Henninger 
and  HoFMEiSTEE,'  according  to  which  peptones  (the  albumoses)  are  con- 
verted into  a  proteid  similar  to  albuminates  by  the  action  of  acetic  acid 
anhydride,  or  by  heating  so  that  water  is  expelled.  According  to 
Schkotter'  the  albumoses  do  not  yield  a  regenerated  proteid  with  acetic 
anhydride,  but  an  acetyl  derivative  insoluble  in  water.  An  albnminate-like 
proteid  may  undoubtedly  also  be  regained  on  heating,  which  is  in  accord 
with  Neumeister's  observations. 

According  to  other  investigators,  as  Malt,  Hbrth,  Lobw,  and  others,  the  formation 
of  peptone  is  a.  depolymerizaiion  of  the  proteid.  A  third  view  is  that  proteids  and 
peptones  are  isomeric  bodies;  while  a  fourth  view  (Gribssmayer ')  claims  that  the  pro- 
teids consist  of  micell  groups  which  on  peptonization  are  first  converted  into  micelli  and 
then  further  into  molecules.  Though  an  ordinary  proteid  solution  contains  micelli  or 
micell  bonds,  so  also  a  peptone  solution  contains  proteid  molecules. 

The  prepa;ration  of  different  albumoses  in  a  perfectly  pure  form  is  very 
troublesome  and  accompanied  with  a  great  many  difficulties.  For  this 
reason  there  will  be  given  here  only  the  general  methods  by  which  the 
different  albumose  precipitates  are  obtained.  If  we  proceed  from  a  solution 
of  fibrin  in  pepsin  hydrochloric  aci.T,  we  first  remove  the  syntonin  or  some 
coagulable  proteid  present  by  first  neutralizing  and  then  coagulating  by 
heat.  The  neutral  filtrate  is  saturated  with  K"aCl,  which  precipibates  a 
mixture  of  primary  albumoses.  This  precipitate  is  washed  with  a  saturated 
NaOl  solution,  pressed  and  dissolved  in  dilute  salt  solution.  An  insoluble 
residue  remains,  which  is  called  dysalbumose.  The  solution  of  the  primary 
albumoses  is  repeatedly  and  completely  dialyzed.  Heteroalbumose  separates 
out,  while  the  protalbumose  remains  in  solution  and  may  be  precipitated  by 
alcohol.  The  above  filtrate,  which  has  had  the  primary  albumoses  removed 
and  saturated  with  NaCl,  is  treated  with  acetic  acid,  which  has  previously 
been  saturated  with  NaOl,  until  no  further  precipitate  occurs.  This  pre- 
cipitate, which  consists  of  a  mixture  of  primary  and  secondary  albumoses,  is 
filtered  off,  the  filtrate  freed  from  salt  by  dialysis,  and  the  deuteroalbu- 
mose  precipitated  by  ammonium  sulphate.  The  various  albumoses  may 
also  be  precipitated  from  the  original  solution  by  ammonium  sulphate, 
dissolved  in  water  and  freed  from  ammonium  sulphate  by  means  of  dialysis, 
and  then  separated  as  above  described. 


Kiihne  and  Chittenden,  cited  in  foot-note,  page  36;  also  by  Herth,  Zeitschr.  f.  physiol. 
Chem.,  Bd.  1,  and  Monatshefte  f.  Chem.,  Bd.  5;  Maly,  Pflilger's  Arch.,  Bdd.  9,  13. 
Henninger,  Corapt.  rend.,  Tome  86  ;  SchrOtter,  1.  c. ;  Paal,  1.  c. 

'  Hoppe-Seyler,  Pliysiol.  Chem.,  Berlin,  1881;  Kiihne,  1.  c;  Henninger,  1.  c;  Hof- 
meister,  Zeitsclir.  f.  physiol.  Chem.,  Bd.  2. 

2  Monatshefte  f.  Chem.,  Bd.  17. 

^  Maly,  1.  c;  Herth,  1.  c;  Loew,  Pfliiger's  Arch.,  Bd.  31 ;  Griessmayer,  see  Maly's 
Jahresb.,  Bd.  14,  S.  26. 
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In  the  separation  of  primary  albumoses  from  the  secondary,  as  well  as  in 
the  separation  of  the  difEerent  denteroalbumoses,  we  can  make  use  of  frac- 
tional precipitation  with  ammonium  sulphate  as  suggested  by  Pick.  Umbee  ' 
has  investigated  the  proteid-like  cleavage  products  obtained  on  the  pepsin 
digestion  of  ovalbumin,  seralbumin,  aud  serglobnlin  by  Pick's  method. 
F.  Alexander'  has  done  the  same  for  casein.  The  usefulness  of  this 
method  has  been  established,  aud  though  certain  difEerences  of  the  various 
proteids  appear,  still  we  always  obtain  au  equal  number  of  cleavage  products, 
which  may  be  separated  by  fractional  precipitation  with  ammonium, 
sulphate.  The  first  fraction  contains  the  primary  albumoses,  the  second,, 
third,  and  fourth  fractions  the  various  deuteroalbumoses,  and  the  fl.ftli  and 
sixth  two  difEerent  peptones.  Casein  gave  only  very  little  heteroalbumose 
and  then  a  peptone.  S.  Frankel,'  in  the  preparation  of  pnre  deutero- 
albumoses, first  removes  the  primary  albumoses  by  precipitation  with  copper 
sulphate.  Mulleu*  separates  the  albumoses  from  the  peptones  by  the 
addition  of  an  equal  volume  of  a  30j^  ferric  chloride  solution  and  the 
addition  of  alkali  until  the  reaction  is  only  faintly  acid.  The  filtrate  from 
the  voluminous  precipitate  is  treated  with  zinc  carbonate  and  filtered  after 
thorough  stirring.  The  filtrate  is  generally  free  from  albumoses.  Only  in 
solutions  of  Wittb's  peptone  was  it  necessary  to  concentrate  the  filtrate  to 
|— ^  its  volume  and  adding  a  little  more  ferric  chloride  and  zinc  carbonate 
to  free  the  solution  from  remaining  traces  of  albumoses. 

In  the  preparation  of  true  peptone  we  make  use  of  a  prolonged  pepsin 
digestion,  but  much  quicker  results  are  obtained  by  the  use  of  trypsin 
digestion.  The  albumoses  must  be  entirely  removed,  which  is  done  by 
alternately  precipitating  in  acid,  neutral  and  alkaline  solution,  with 
ammonium  sulphate.  According  to  Kuhne  '  we  proceed  in  the  following 
way:  The  sufficiently  dilute  and  neutral  solution  (free  from  albuminates 
and  coagulable  proteids)  is  first  precipitated,  while  boiling  hot,  with 
ammonium  sulphate.  On  cooling  the  precipitated  albumoses  and  crystal- 
lized salt  are  removed  by  filtration  and  the  filtrate  heated  to  boiling,  made 
strongly  alkaline  with  ammonia  and  ammonium  carbonate,  again  saturated 
with  ammonium  sulphate  at  the  boiling  temperature.  Eemove  precipitate 
by  filtration  when  cold,  heat  the  filtrate  again  until  all  odor  of  ammonia  is 
expelled,  saturate  with  ammonium  sulphate  while  hot,  and  acidify  with 
acetic  acid  and  filter  on  cooling. 

The  filtrate  is  freed  from  a  great  part  of  the  salt  by  strongly  concentrat- 
ing the  liquid,  allowing  it  to  cool,  and  removing  the  salt  by  filtration. 
Another  large  portion  of  the  salt  may  be  removed  from  this  filtrate  by  the 
careful  fractional  precipitation  with  alcohol,  which  yields  an  alcoholic  solu- 

'■  Zeitsclir.  f.  physiol.  Cbem.,  Bd.  35. 

'  Ibid.,  Bd.  26,  S.  411. 

'  Pick,  1.  c;  Fi-ankel,  Monatshefte  f.  Chem.,  Bd.  18. 

"Zeltscbr.  f.  physiol.  Chem.,  Bd.  26. 

'  Zeitschr.  f.  Biologie,  Bd.  29. 
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tiou  rich  in  peptone  with  only  a  small  quantity  of  ammonium  salt.  This 
solution  is  boiled  to  remove  the  alcohol,  and  then  boiled  with  barium  car- 
bonate to  remove  the  ammonium  sulphate.  The  filtrate  is  freed  from 
excess  of  barium  by  the  careful  addition  of  dilute  sulphuric  acid.  This 
filtrate,  which  must  not  contain  an  excess  of  sulphuric  acid,  is  now  concen- 
trated and  the  peptone  precipitated  therefrom  by  alcohol. 

Frankel  lias  suggested  another  method  which  is  dependent  upon  the  solubility  of 
the  peptones  in  alcohol.  Baumann  and  Bombk  '  precipitate  the  albumoses  by  zinc 
sulphate. 

¥or  the  detection  of  albumoses  and  peptones  in  animal  fluids  we  proceed 
as  follows,  according  to  Devoto  :  The  coagulable  proteids  are  removed  by 
prolonged  heating,  the  solution  saturated  with  ammonium  sulphate.  True 
peptones  (besides  deuteroalbumose  not  precipitated)  may  be  detected  in  the 
cold  filtrate  by  means  of  the  biuret  test.  The  remaining  albamoses  are 
contained  in  the  mixture  of  precipitate  and  salt  crystals  collected  on  the 
filter.  The  albumoses  are  dissolved  from  this  mixture  by  washing  with 
water,  and  may  be  detected  in  the  wash- water  by  means  of  the  biuret  test. 
According  to  Hallibuktok  and  Colls"  traces  of  albumoses  may  be 
iormed  in  this  method  by  the  prolonged  heating.  As  the  best  method  they 
suggest  either  the  precipitation  of  the  native  proteids  by  the  addition  of 
lOfo  trichloracetic  acid  solution  or  making  the  native  proteids  insoluble  by 
the  continuous  action  of  alcohol.  The  last  method  is  not  quite  applicable 
to  blood-serum,  as  the  so-called  fibrin-ferment,  which  also  gives  the  biuret 
test,  is  not  made  insoluble  by  this  procedure. 

If  a  solution  saturated  with  ammonium  sulphate  is  to  be  tested  by  the 
biuret  test,  it  must  first  be  treated  with  a  slight  excess  of  concentrated 
caustic-soda  solution,  keeping  the  solution  cold,  and  after  the  sodium 
sulphate  has  settled  the  liquid  is  treated  with  a  2^  solution  of.  copper 
sulphate,  drop  by  drop. 

'  The  biuret  test  (colorimetric)  and  the  polariscopic  method  have  been 
used  in  the  quantitative  estimation  of  albumoses  and  peptones.  These 
metjiods  do  not;  yield, exact  results. 

Coagulated  Proteids.  Proteids  may  be  converted  into  the  coagulated 
condition  by  different  means:  by  heating  (see  pa.ge  25),  by  the  action  of 
alcohol,  especially  in  the  presence  of  neutral  salts,  by  prolonged  shaking 
their  solutions  (Ramsdex^),  and  in  cei'tain  cases,  as  in  the  conversion  of 
fibrinogen  into  fibrin  (Chapter  VI),  by  the  action  of  an  enzyme.  The 
nature  of  the  processes  which  take  place  during  coagulation  is  unknown. 
The  coagulated  albuminous  bodies  are  insoluble  in  water,  in  neutral  salt 
solutions,  and  in  dilute  acids  or  alkalies,  at  normal  temperature.  They  are 
dissolved  and  converted  into  albuminates  by  the  action  of  less  dilute  acids 
or  alkalies,  especially  on  heating. 

Coagulated  proteids  seem  also  to  occur  in  animal  tissues.     "We  find,  at 

'  Frankel,  1.  c,  Zur  Kenntniss,  etc.;  Bomer,  Cliem.  Centralbl.  1898,  1,  S.  640. 
?  Devoto,  Zeitschr.  f.  pbysiol.  Chem.,  Bd.  15  ;  Halliburton  and  Colls,  Jouru.  of  Path. 
andBact.,  1895. 

«  Du  Bois-Reymoud's  Arch.,  1894. 
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least  in  many  organs  such  aa  the  liver  and  other  glands,  proteids  which  are 
not  soluble  in  water,  dilute  salt  solutions,  or  very  dilute  alkalies,  and  only 
dissolve  after  being  modified  by  strong  alkalies. 

Appendix. 

Vegetable  Proteids.  Vegetable  ptoteids  seem  to  have  the  same  essential 
properties  as  the  animal  proteids,  and  the  three  chief  groups  of  native 
proteids  occur  in  the  plants  as  well  as  the  animal  organism.  We  recognize 
the  following  as  vegetable  proteids:  albumins,  globulins  (phytovitellin, 
vegetable  myosin,  paraglobulin),  and  nucleoalbumins  (pea-legumin).  Be- 
sides these  a  special  group  of  coagulated  proteids,  so-called  gluten  proteins, 
occur,  which  are  partly  soluble  in  alcohol.  It  seems  that  too  much  im- 
portance is  given  to  the  solubilities  of  the  vegetable  proteids,  and  more 
exhaustive  investigations  seem  to  be  necessary. ' 

Poisonous  Proteids.  Attention  was  called  in  the  first  chapter  to  the  fact 
that  high  plants  and  animals,  as  well  as  microbes,  can  produce  proteids 
having  specific,  sometimes  intense,  poisonous  action. 

We  know  very  little  positively  in  regard  to  the  nature  of  these  proteids. 
Those  which  have  been  isolated  belong  to  certain  of  the  proteid  groups — 
some  are  albumins,  others  globulins  or  compound  proteids,  and  the  majority 
seem  to  be  albumoses — still  little  is  known  in  regard  to  their  chemical 
nature.  From  a  chemical  standpoint  we  do  not  differentiate  between  a 
poisonous  and  a  harmless  proteid;  for  example,  between  a  poisonous  and  a 
non-poisonons  globulin.  The  fundamental  question  whether  those  that 
have  been  isolated  as  poisonous  proteids  are  really  poisonous  or  not,  or 
whether  they  consist  of  a  harmless  proteid  contaminated  with  a  poisonous 
substance,  cannot  be  considered  as  settled. 

Carnic  acid,  which  is  considered  as  identical  with  antipeptone,  stands  in 
close  relationship  to  the  so-called  true  peptones. 

Carnic  Acid.  This  acid,  discovered  by  Siegfried,  was  first  obtained  as 
a  cieivage  product  of  phospho-carnic  acid  occurring  in  muscles  (see  Chapter 
XI).  Garnic  acid  is  produced  from  the  proteid,  according  to  Siegfried, 
under  the  same  conditions  as  antipeptone,  with  which  Balke  "  considers  it 
identical  (see  page  35).  It  is  a  monobasic  acid  with  the  formula 
C,„H,,N,0,.  It  is  split  into  lysin,  lysatin,  and  ammonia  by  loj^  hydro- 
chloric acid  at  130°  C,  which  seems  remarkable  when  we  consider  the  low 
molecular  weight  of  the  acid  and   the   presence  of  only  three  atoms   of 

'  See  Kjeldabl  :  UndersHgelser  over  de  optlske  Forhold  bos  iiogle  Planteseggehvidc- 
stoffer.  Forliaijdlingev  ved  de  skandinfiviske  Naliirforskeres  14.  MOde.  KjObcu- 
havn,  1892. 

'  Siegfried,  Du  Bois-Reymond's  Arch.,  1894,  and  Zeitsobr.  f.  pbysiol.  Cbem  ,  Bd. 
21 ;  Balke,  ibid.,  Bd.  22. 
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ni'trogea  in  the  molecule.  On  the  oxidation  of  the  barium  salt  by  barium 
permanganate  oxycarnic  acid,  with  the  formula,  C,„H,,N,0„,  is  obtained, 
which  is  derived  from  three  molecules  of  carnic  acid  with  the  elimination 
of  four  atoms  of  hydrogen. 

Carnic  acid  is  an  extremely  hygroscopic  substance,  being  very  soluble  in 
water.  It  also  dissolves  in  hot  alcohol  and  separates  out  as  undefined 
crystalline  plates  on  cooling.  lb  gives  with  hydrochloric  acid  an  additional 
product  with  the  formula  C^Hj^S'jOj.HCl,  and  also  yields  salts  with  several 
metals.  Among  the  salts  the  silver  salt  with  42.6^  silver  is  of  special 
importance.  This  acid  acts  like  antipeptone  towards  most  precipitants  and^ 
like  this,  is  not  precipitated  by  ammonium  sulphate. 

The  methods  of  piepiiiiiig  caiiiic  acid  from  proteids  are  the  same  as  the  methods  of 
preparing  pure  iintipepfones  in  trjptic  digestion.  According  to  Siegfried  carnic  acid  is 
obtained  from  meat  extract  in  the  following  way:  The  extract  free  from  proteids  is  com- 
pletely precipitated  with  calcium  chloride  and  ammonia.  The  phosphocarnic  acid  is 
precipitated  from  ibe  filtrate  as  an  iron  combination,  camiferrin,  by  ferric  chloride.  This 
carniferrin  is  decomposed  at  5U°  bybarinm  hyidrate,  filtered,  the  excess  of  barium  re- 
moved from  the  filtrate  by  sulphuric  acid,  filtered,  concentrated  and  precipitated  with 
alcohol.     The  acid  is  purified  by  repeated  resolution  and  precipitation  with  alcohol.  • 

II.  Compound  Proteids. 

With  this  name  77e  designate  a  class  of  bodies  which  are  more  complex 
than  the  simple  proteids  and  which  yield  as  nearest  splitting  products 
simple  proteids  on  one  side  and  non-proteid  bodies,  such  as  coloring  matters, 
carbohydrates,  xantliin  bodies,  etc.,  on  the  other.' 

The  compound  proteids  known  at  the  present  time  are  divided  into 
three  chief  groups.  These  groups  are  the  hmmoffloMns,  the  glycoproteids^ 
and  the  nucleoproteids.  The  hEemoglobins  will  be  treated  of  in  a  following 
chapter  (Chapter  VI),  on  the  blood. 

Glycoproteids  are  those  compound  proteids  which  on  decomposition 
yield  a  proteid  on  one  side  and  a  carbohydrate  or  derivatives  of  the  same  on 
the  other,  but  no  xanthin  bodies.  Some  glycoproteids  are  free  from  phos- 
phorus (mucin  substances,  chondroproteids,  and  hyalogens),  and  some 
contain  phosphorus  (phosphoglycoproteids). 

Mucin  Substances.  We  designate  as  mucins  colloid  substances  whose 
solutions  are  mucilaginous  and  thready,  and  which  when  treated  with  acetic 
acid  give  a  precipitate  insoluble  in  an  excess  of  acid,  and  on  boiling  with 
dilute  mineral  acids  yield  a  substance  capable  of  reducing  copper  oxyhydrate. 
This  last-mentioned  fact,  which  was  first  observed  by  Eichwald,'  differen- 
tiates mucins  from  other  bodies  which  have  long  been  mistaken  for  it  and, 
which  have  similar  physical  properties.     On  the  other  hand,  bodies  whose 


'  Hoppe-Seyler  has  given  the  x^Sime  proteide  to  these  compound  proteids,  but  as  this 
term  is  misleading  in  English  we  do  not  use  it  in  English  classifications  in  this  sense, 
«  Annal.  d.  Cheni.  ii   Pharni.,  Bd.  134. 
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physical  properties  differ  from  it,  but  which  give  a  reducible  substance  on 
boiling  with  dilute  mineral  acids,  have  also  been  designated  as  mucins. 

The  different  bodies  characterized  as  mucin  substances  correspond,  first, 
either  to  true  mucins,  or,  second,  to  mucoids  or  mucinoids,  or  third  to 
chondroproteids. 

All  mucin  substances  contain  carbon,  hydrogen,  nitrogen,  sulphur,  and 
oxygen.  Compared  with  albuminous  bodies  they  contain  less  nitrogen  and, 
as  a  rule,  considerably  less  carbon.  As  immediate  decomposition  products 
they  yield  albuminous  bodies  on  one  §ide  and  carbohydrates  or  acids  allied 
thereto  on  the  other.  On  boiling  with  dilute  mineral  acids  they  all  give  a 
reducing  substance. 

The  true  mucins  are  characterized  by  their  natural  solution,  or  one 
prepared  by  the  aid  of  a  trace  of  alkali,  being  mucilaginous,  thread-like, 
and  giving  a  precipitate  with  acetic  acid  which  is  insoluble  in  excess  of  acid. 
The  mucoids  do  not  show  these  physical  properties  and  have  other  solubili- 
ties and  precipitation  properties.  As  we  have  intermediate  steps  between 
different  albuminous  bodies,  so  also  we  have  such  between  true  mucins  and 
mucoids,  and  a  sharp  line  between  these  two  groups  cannot  be  drawn. 

True  mucins  are  secreted  by  the  larger  mucous  glands,  by'  certain 
mucous  membranes,  also  by  the  skin  of  snails  and  other  animals.  True 
mucin  also  occurs  in  the  connective  tissue  and  navel-cord.  Sometimes,  as 
in  snails  and  in  the  membrane  of  the  frog-egg  (Giacosa  '),  a  mother- 
substance  of  mucin,  a  mucinogen,  has  been  found  which  may  be  converted 
into  mucin  by  alkalies.  Mucoid  substances  are  found  in  cartilage,  certain 
cysts,  in  the  cornea,  the  crystalline  lens,  white  of  egg,  and  in  certain  ascitic 
fluids.  As  the  mucin  question  has  been  very  little  studied,  it  is  at  the 
present  time  impossible  to  give  any  positive  statements  in  regard  to  the 
occurrence  of  mucins  and  mucoids,  especially  as  without  doubt  in  many 
cases  non-mucinous  substances  have  been  described  as  mucins.  So  much  is 
sure,  that  mucins  or  nearly  related  bodies  occur  widely  diffused  in  the 
organism  in  certain  tissues.  From  their  decomposition  products  we  derive 
a  great  deal  of  knowledge  in  regard  "to  the  formation  and  cleavage  of  carbo- 
hydrates or  kindred  bodies  (glycuronic  acid)  from  other  complex  groups. 

True  Mucins.  Thus  far  we  have  been  able  to  obtain  only  a  few  mucins 
in  a  pure  and  unchanged  condition  due  to  the  reagents  used.  The  elemen- 
tary analyses  of  these  mucins  have  given  the  following  results: 

C  H  N  S  O 

Mucin  from  snail  50.32 

Mucin  from  tendon 48.30 

Mucin  from  submaxillary.   ..  48.84 

The  mucin  of  the  snail-skin,  which  stands  closest  to  keratin,  contains 
more  sulphur  than  the  other  mucins.     The  same  is  true  for  the  mucin 

'  Zeitscbr.  f.  physiol.  Chem.,  Bd.  7 ;  also  Hammarsteu,  PflUger's  Avcbiv,  Bd.  36. 
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obtained  from  the  Achilles  tendon  of  oxen  as  prepared  by  Chittenden  and. 
GiES,'  which  contains  on  an  average  2.33j^  sulphur.  The  sulphur  is,  at 
least  in  certain  mucins,  partly  split  off  by  alkali,  and  in  others  not. 

By  the  action  of  superheated  steam  on  mucin  a  carbohydrate,  animal 
gum  (Landwehr),  is  split  ofE.  This  has  not  been  substantiated  by  other 
investigators  such  as  Eolin  and  F.  Mullee."  Instead  of  a  non-nitrogenous 
gum  a  nitrogenous  carbohydrate  was  obtained. 

On  boiling  mucin  with  dilute  mineral  acids,  acid  albuminate  and  bodies 
similar  to  albumose  or  peptone  are  obtained,  besides  a  reducing  substance. 
MuLLER  obtained  3o-33j^  reducing  substance  on  boiling  the  mucus  from 
the  respiratory  organs  with  3^  sulphuric  acid.  He  also  prepared  a  crystal- 
line phenylhydrazine  combination  therefrom  having  a  melting-point  of 
198°  C.  and  differing  in  other  regards  from  glucosazon.  He  considers  it 
as  an  osazon  of  a  hexose  which  he  calls  mucose.  Mullek  could  not  prepare 
the  sugar  itself,  but  obtained  a  crystalline  substance  containing  6.4^  Is  and 
considered  as  mucosamin.  Jazewitz  '  could  not  obtain  any  sugar  from 
mucin  but  an  osazon  melting  at  185°  C.  and  a  mucosamin.  Muller'  by 
a  different  and  better  method  has  obtained  a  benzoyl  combination,  and  then 
from  this  a  crystalline  hydrochloric  acid  combination  of  its  mucosamin,  by 
boiling  mucin  with  acids.  The  crystallographic  researches,  as  well  as  the 
determination  of  its  optical  rotation,  show  so  much  to  the  identity  of  this 
combination  with  chitasamin  hydrochloride  that  Muller  considers  the 
name  mucosamin  unnecessary.  The  osazon  obtained  from  this  combination 
differs,  on  the  contrary,  from  the  glucosazon  in  the  following:  It  melts  at 
193  to  196°,  it  is  readily  soluble  in  alcohol,  and  is  Isevo-rotatory.  According 
to  E.  Fischer,  who  has  investigated  it,  it  is  not  identical  with  glucosazon, 
but  seems  rather  to  be  galactosazon.  On  boiling  mucins  with  hydrochloric 
acid  acetic  acid  may  also  be  split  off,  and  indeed  \-l  molecule  for  each 
molecule  of  reducing  substance.  By  the  action  of  stronger  acids  we  obtain 
among  other  bodies  leucin,  tyrosin,  and  levuliuic  acid.  Certain  mucins,  as 
the  submaxillary  mucin,  are  easily  changed  by  very  dilute  alkalies,  as  lime- 
water,  while  others,  such  as  tendon-mucin,  are  not  affected.  If  a  strong 
caustic-alkali  solution,  as  a  5fo  KOH  solution,  is  allowed  to  act  on  submaxil- 
lary mucin,  we  obtain  alkali  albuminate,  bodies  similar  to  albumose  and 
peptone,  and  one  or  more  substances  of  an  acid  reaction  and  with  strong 
reducing  powers. 

'  Hammarsten,  Pflliger's  Arch.,  Bd.  36,  and  Zeitschr.  f.  physiol.  Chem.,Bd.  12; 
Loebisch,  ibid.,  Bd.  10,  and  Chittenden  and  Gies,  Journ,  of  Expt.  Med.,  Vol.  1. 

'  Landwehr,  Zeitschr.  f.  physiol.  Chem.,  Bdd.  8,  9  ;  also  Pfluger's  Arch.,  Bdd.  39 
and  40  ;  Foliu,  Zeitsclir.  f.  physiol.  Chem.,  Pd.  23  ;  Fr.  Muller,  Sitzungsber.  d.  Gesell- 
sch.  zur  BefSrd.  d.  gesammt.  Naturwiss.  zu  Marburg,  1896. 

'  Mailer,  1.  c. ;  Jazewitz,  Arch.  d.  scien.  bid.  do  St.  Petersbourg,  Tome  5. 

*  Sitzungsber.  zur  BefSrd.  d.  gesammt.  Naturwiss.  zu  Marburg,  1898. 
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In  one  or  the  other  respect  the  different  mucins  act  somewhat  differently. 
For  example,  the  snail  and  tendon  mucins  are  insoluble  in  dilute  hydro- 
chloric acid  of  1-3  p.  m.,  while  the  mucin  of  the  submaxillary  gland  and 
the  navel-cord  are  soluble.  Tendon-mucin  becomes  flaky  with  acetic  acid, 
while  the  other  mucins  are  precipitated  in  more  or  less  fibrous,  tough 
masses.     Still  all  the  mucins  have  certain  reactions  in  common. 

In  the  dry  state  mucin  forms  a  white  or  yellowish-gray  powder.  When 
moist  it  forms,  on  the  contrary,  flakes  or  yellowish-white  tough  lamps  or 
masses.  The  mucins  are  acid  in  reaction.  They  give  the  color  reactions  of 
the  albuminous  bodies.  They  are  not  soluble  in  water,  but  may  give  a 
neutral  solution  with  water  and  the  smallest  quantity  of  alkali.  Such  a 
solution  does  not  coagulate  on  boiling,  while  acetic  acid  gives  at  the  normal 
temperature  a  precipitate  which  is  insoluble  in  an  excess  of  the  precipitant. 
If  5-lOj^  NaCl  be  added  to  a  mucin  solution,  this  can  now  be  carefully 
licidifled  with  acetic  acid  without  giving  a  precipitate.  Such  acidified  solu- 
tions are  copiously  precipitated  by  tannic  acid;  with  potassium  ferrocyanide 
■jhey  give  no  precipitate,  but  on  sufficient  concentration  they  become  thick 
or  viscous.  A  neutral  solution  of  mucin-alkali  is  precipitated  by  alcohol 
in  the  presence  of  neutral  salts;  it  is  also  precipitated  by  several  metallic 
salts.  If  mucin  is  heated  on  the  water-bath  with  dilute  hydrochloric  acid 
of  about  3j^,  the  liquid  gradually  becomes  a  yellowish  or  dark  brown  and 
leduces  copper  oxyhydrate  from  alkaline  solutions. 

The  mucin  most  readily  obtained  in  large  quantities  is  the  submaxillary 
mucin,  which  may  be  prepared  in  the  following  way:  The  filtered  watery 
extract  of  the  gland,  free  from  form-elements  and  as  colorless  as  possible,  is 
treated  with  25j^  hydrochloric  acid,  so  that  the  liquid  contains  1.5  p.  m. 
HCl.  On  the  addition  of  the  acid  the  mucin  is  immediately  precipitated, 
but  dissolves  on  stirring.  If  this  acid  liquid  is  immediately  diluted  with 
3-3  vols,  of  water,  the  mucin  separates  and  may  be  purified  by  redissolving 
in  1-5  p.  m.  acid,  and  diluting  with  water  and  washing  therewitli.  The 
mucin  of  the  navel-cord  may  be  prepared  in  the  same  way.'  The  tendon- 
mucin  is  prepared  from  tendons  which  have  first  been  freed  from  proteid 
by  common-salt  solution  and  water.  They  are  extracted  with  one  half 
saturated  lime-water,  the  filtrate  is  precipitated  with  acetic  acid,  and  the 
precipitate  purified  by  redissolving  in  dilute  alkali  or  lime-water,  precipitat- 
ing with  acid,  and  washing  with  water  (Rollett,  Loebisch,  Chittenden, 
and  GiEs).'     Lastly,  the  mucins  are  treated  with  alcohol  and  ether. 

Mucoids  or  Mucinoids.  In  this  group  we  must  include  those  non- 
phosphorized  glycoproteids  which  are  neither  true  mucins  nor  chondro- 
proteids  even  though  they  show  amongst  themselves  such  a  difference  in 
behavior  that  they  can  be  divided  into  several  sub-groups  of  mucinoids. 
To  the  mucinoids  belong  pseudomucin,  the  probably  related  body  colloid, 

'  The  aiitlior  has  not  been  iible  lo  obtain  this  pure,  so  the  aiialyis  is  unt  given  in 
the  previous  table  of  the  mucins. 

»  Rollett,  Wieu.  Sitzungaber.,  Bd.  39,  Abth.  2  ;  Loebisch,  Chittenden  and  Qies,  1.  c. 
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ovomucoid,  and  other  bodies,  which  on  account  of  their  differences  will  be 

best  treated  of  individually  in  their  respective  chapters. 

Hyalogens.  Under  this  name  Kkukenbebg  '  lias  designated  a  number  of  differing 
bodies,  wliicli  are  cliaracterized  by  the  following  :  .By  the  action  of  alkalies  they  change, 
with  the  splitting  off  of  sulphur  and  some  nitrogen,  into  soluble'nitrogeuized  products 
■called  by  him  hyalines  and  which  yield  a  pure  carbohydrate  by  further  decomposition. 
We  find  that  very  heterogeneous  substances  jire  included  in  these  groups.  Certain 
of  these  hyalogens  seem  undoubtedly  to  be  glycoproleids.  Neossin"  of  the  Chinese 
edible  swallow's-nest,  membranin'  of  Descembt's  membrane  and  of  the  capsule 
of  the  crystalline  lens,  and  spirograpldn  *  of  the  skeletal  tissue  of  the  worm  Spirographis 
seem  to  act  as  such.  Otliers  on  the  contrary,  such  as  hyalin '  of  the  walls  of  hydatid 
cysts,  onupMn '  from  the  tubes  of  Ouuphis  tubicola,  seem  not  to  be  compound  proteids. 
The  so-called  mucin  of  the  holoilmres,''  and  cliondrosin '  of  the  sponge,  Ohondrosia  reni- 
formis,  and  others  uuiy  also  be  classed  with  the  hyalogens.  As  the  various  bodies  desig- 
nated by  Keukbnberg  as  hyalogens  are  very  dissimilar,  it  is  uol  of  much  importance  to 
arrange  these  in  sJDecial  groups. 

Chondroproteids  are  such  glycoproteids  which  as  closest  cleavage 
products  yield  proteid  and  an  ethereal  sulphuric  acid  containing  carbo- 
hydrate, clwndroitin-sulphiiric  acid.  Chondromucoid,  occurring  in  cartilage 
is  the  best  example  of  this  group.  Amyloid  occurring  under  pathological 
conditions  also  belongs  to  this  group.  On  account  of  the  property  of 
chondroitin-sulphuric  acid  of  precipitating  proteid  it  is  also  possible  that 
under  certain  circumstances  combinations  of  this  acid  with  proteid  may  be 
precipitated  from  the  urine  and  be  considered  as  chondroproteids. 

Chondromucoid  has  greatest  interest  as  a  constituent  of  cartilage,  and  on 
this  account  this  body  and  also  its  cleavage  product,  chondroitin-sulphuric 
acid,  will  be  treated  of  in  connection  with  cartilage  (Chapter  X).  On  the 
contrary,  amyloid,  which  has  always  been  treated  of  in  connection  with  the 
protein  substances,  will  be  described  here. 

Amyloid,  so  called  by  Viechow,  is  a  protein  substance  appearing  under 
pathological  conditions  in  the  internal  organs,  such  as  the  spleen,  liver,  and 
kidneys,  as  infiltrations;  and  in  serous  membranes  as  granules  with  con- 
centric layers.  It  probably  also  occurs  as  a  constituent  of  certain  prostate 
calculi.  The  chondroproteid  occurring  under  physiological  conditions  in 
the  walls  of  the  arteries  is  perhaps,  according  to  Kkawkow,  very  nearly 
related  to  the  amyloid  substance  even  if  not  identical. 

Amyloid  was  first  prepared  pure  recently  by  Keawkow."     The  sub- 


'  Verh.  d.  physik.-med.  Gesellsch.  zu  Wurzburg,  1883;  also  Zeitschr.  f .  Biologie 
Bd.  22. 

'  Krukeuberg,  Zeitschr.  f.  Biologie,  Bd.  23. 

'  C.  'l"h.  Morner,  Zeitschr.  f.  physiol.  Chem.,  Bd.  18. 

'  Krukenberg,  Wurzburg,  Verhandl.  1883  ;  also  Zeitschr.  f.  Biologie,  Bd.  83. 

'  A.  Lilcke,  Virchow's  Arch.,  Bd.  19  ;  also  Krukenberg,  Vergleichende  physiol. 
Stud.,  Series  1  and  2,  1881. 

'  Schmiedeberg,  Mitth.  aus  d.  zool.  Stat,  zu  Neapel,  Bd.  3,  1883. 

'  Hilger,  Pfliiger's  Archiv,  Bd.  3. 

'  Krukeuberg,  Zeitschr.  f.  Biologie,  Bd.  23. 

'  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  40,  which  also  contains  the  older  literature. 
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stance  prepared  by  him  contained  C  48.86-50.38;  H  6.65-7.02;  N  13.79- 
14.07;  and  S  2.65-3.89j^.  Phosphorus  does  not  occur  in  the  pure  sub- 
stance. It  splits,  by  the  action  of  alkali,  into  proteid  and  chondroitin- 
snlphuric  acid  (see  Chapter  X)  and  according  to  Krawkow  is  therefore 
perhaps  an  ester-like  combination  of  this  acid  with  proteid. 

Amyloid  is  an  amorphous  white  substance,  iasolnble  in  water,  alcohol, 
«ther,  dilute  hydrochloric  and  acetic  acids.  It  is  soluble  in  concentrated 
hydrochloric  acid  or  caustic  alkali  with  decomposition.  On  boiling  with 
■dilute  hydrochloric  acid  it  yields  sulphuric  acid  and  a  reducing  substance. 
It  is  not  dissolved  by  gastric  juice.  It  is  nevertheless  changed  so  that  it  is 
soluble  in  dilute  ammonia,  while  the  genuine  typical  amyloid  is  insoluble 
therein.  Amyloid  gives  the  xanthoproteic  reaction  and  the  reactions  of 
MiLLOS  and  Adamkiewicz.  Its  most  important  property  is  its  behavior 
with  certain  coloring  matters.  It  is  colored  reddish  brown  or  a  dingy 
violet  by  iodine;  a  violet  or  blue  by  iodine  and  sulphuric  acid;  red  by 
methylaniline  iodide,  especially  on  the  addition  of  acetic  acid;  and  red  by 
aniline  green.  Of  these  color  reactions  those  with  aniline  dyes  are  the  most 
important.  The  iodine  reaction  appears  less  constant  and  is  greatly 
dependent  upon  the  physical  condition  of  the  amyloid.  The  color  reactions 
are  dependent  upon  the  presence  of  the  chondroitin-sulphuric  acid  com- 
ponent. 

The  preparation  of  amyloid  may  be  performed  as  follows  according  to 
Krawkow:  The  finely  divided  mass  of  organ  is  exhausted  first  with  water 
and  then  with  dilute  ammonia,  which  leaves  the  insoluble  amyloid  and 
removes  the  free  or  the  combined  chondroitin-sulphuric  acid  besides  other 
substances.  The  product,  after  being  washed  with  water,  is  digested  with 
pepsin  for  several  days  at  38°  C.  The  residue,  after  washing  with  hydro- 
chloric acid  and  water,  is  dissolved  in  dilute  ammonia,  filtered,  again 
precipitated  with  dilute  hydrochloric  acid,  dissolved,  if  necessary,  in 
ammonia,  precipitated  a  second  time  with  hydrochloric  acid,  washed  with 
water,  the  precipitate  dissolved  in  baryta- water,  which  leaves  the  nncleins 
undissolved,  and  the  barium  filtrate  precipitated  with  hydrochloric  acid,  and 
then  washed  with  water,  alcohol,  and  ether. 

FhoBphoglycoproteids.  This  group  includes  the  phosphorized  glycoproteids.  They 
yield  no  xanthin  substances  (nuclein  bases)  as  cleavage  products.  They  are  not  niicleo- 
proteids  and  therefore  they  must  not  be  considered  together  with  the  glyconucleopro- 
teids  (nucleoglycoproteids)  or  mistaken  for  them.  On  pepsin  digestion  they  may  like 
certain  nucleoalbumins  yield  pseudouuclein,  but  they  differ  from  the  nucleoalbumins 
in  that  they  yield  a  reducing  substance  on  boiling  with  dilute  acid.  They  differ  from 
the  glyconucleoproteids  in  that  they  do  not,  as  above  mentioned,  yield  any  xanthin 
bodies. 

Only  two  phosphorized  glycoproteids  are  known.at  the  present  time,  namely,  ich- 
tlmlin,  occurring  in  carp  eggs  and  studied  by  Walter  '  and  which  was  considered  as  a 
vitellin  for  a  time.  Ichthulin  has  the  following  composition:  063.52;  H  7.71 ;  N  15.64; 
8  0.41;  P  0.43;  Fe  0.10^.  In  regard  to  solubilities  it  is  similar  to  a  globulin.  Walter 
has  prepared  a  reducing  substance  from  tlie  paranuclein  of  ichthulin  which  gave  a  very 
crystalline  combination  with  phenylhydrazin. 

'  Zeitschr.  t.  physiol.  Chem.,  Bd.  15. 
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Another  phosphoglycoproteid  is  Jielicoproteid,  obtained  by  tlie  author'  from  the 
glands  of  the  snail  Helix  pomatia.  It  has  the  following  composition :  C  46.99;  H  6.78;. 
N6.08;  S0.68;  P  0.47^.  It  is  converted  into  a  gummy,  Isevo-rotatory  carbohydrate, 
called  animal  sinistrin,  by  the  action  of  alkalies.  On  boiling  with  an  acid  it  yields  a. 
dextro-rotatory,  reducing  substance. 

Nucleoproteids.     With  this  name  we  designate  those  compoand  proteids 
which  yield  true  nncleins  (see  Chapter  V)  on  pepsin  digestion  and  those 
which  yield,  besides  proteids,  xanthin  bodies  or  so-called  nnclein  bases- 
(parin  bases)  on  boiling  with  dilate  mineral  acids. 

The  nncleoproteids  seem  to  be  widely  difEased  in  the  animal  body. 
They  occur  chiefly  in  the  cell-nuclei,  but  they  also  often  occur  in  the  proto- 
plasm. They  may  pass  into  the  animal  fluids  on  the  destruction  of  the 
cells,  hence  nncleoproteids  have  also  been  found  in  blood-serum  and  other 
fluids. 

They  may  be  considered  as  combinations  of  a  proteid  nucleus  with  a  side 
chain,  which  K'ossbl  calls  the  peostetic  group.  This  side  chain,  which 
contains  the  phosphorus,  may  be  split  off  as  nucleic  acid  (see  Chapter  V)  on 
treatment  with  alkali.  As  we  have  several  nucleic  acids,  it  follows  that  we 
must  have  different  nncleoproteids,  depending  upon  the  nucleic  acid  united 
with  the  proteid.  Certain  nucleic  acids  contain  a  readily  split  off  sugar 
(pentoses  or  hexoses),  others  on  the  contrary  not.  In  the  first  case  we 
obtain  from  the  corresponding  nucleoproteid  a  reducing  sugar,  on  boilii]g 
with  dilute  mineral  acid,  while  in  the  other  case  this  is  not  possible.  This 
different  behavior  may  be  accounted  for  by  a  special  group  of  nncleoproteids,. 
the  glyconucleoproteids  or  nucleoglycoproteids.  Such  glyconucleoproteids 
occur  in  yeast-cells,  in  the  pancreas,  and,  as  it  appears,  are  widely  dis- 
tributed in  the  animal  organism. 

The  native  nncleoproteids  contain  a  variable  but  not  a  high  percentage 
of  phosphorus,  which  Hallibukton' "  found  to  vary  between  0.5^  and 
1.6^.  On  heating  their  solutions,  as  well  as  by  the  action  of  dilute  acids, 
a  modification  of  the  compound  proteid  takes  place  and  nncleoproteids  of 
strong  acid  character,  poorer  in  proteid  but  richer  in  phosphorus,  are 
formed.  The  native  nucleopjroteids  have  faint  acid  properties  and  are  in- 
soluble in  water  but  whose  alkali  combinations  soluble  in  water  split  on 
heating  their  solution  into  coagulated  proteid  and  a  nucleoproteid  rich  in 
phosphorus,  which  remains  in  solution.  In  peptic  digestion  they  yield  so- 
called  true  nnclein.  The  proteid  can  be  precipitated  by  acetic  acid  from  its 
alkali  combination,  and  the  precipitate  dissolves  with  more  or  less  readiness 
in  an  excess  of  the  acid.  A,confusion  may  occur  here  with  nucleoalbumins 
and  also  with  mucin  substances.  This  confusion  may  be  avoided  by  warm- 
ing the  body  for  some  time  on  the  water-bath  with  dilute  sulphuric  acid, 
nearly  neutralizing  the  boiling-hot  fiuid  with  barium  hydrate,  filtering  as 

'  Hammarsten,  Pililger's  Arch.,  Bd.  36.  "  Journ.  of  Physiol.,  Vol.  18. 
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quick  as  possible  while  boiling  hot,  supersaturating  the  filtrate  with  am- 
monia, and  then  on  cooling  (when  a  precipitate  coasisting  of  guanin  is 
filtered  off  and  specially  tested)  testing  for  xanthin  bodies  by  an  ammoniacal 
silver  nitrate  solution.  Any  precipitate  formed  is  examined  more  closely  by 
the  method  as  given  in  Chapter  V.  The  nucleoproteids  give  the  color  reac- 
tions of  the  proteids. 

The  properties  of  the  various  nucleoproteids  are  given  in  detail  in  the 
various  chapters  which  follow. 

III.  Albiiinoids  or  Albuminoids. 

Under  this  name  we  collect  into  a  special  group  all  those  protein  bodies 
which  cannot  be  placed  in  either  of  the  other  two  groups,  although  they 
differ  essentially  among  themselves  and  from  a  chemical  standpoint  do  not 
show  any  radical  difference  from  the  true  proteid  bodies.  The  most  im- 
portant and  abundant  of  the  bodies  belonging  to  this  group  are  important 
constituents  of  the  animal  skeleton  or  the  cutaneous  structure.  They  occur 
as  a  rule  in  an  insoluble  state  in  the  organism,  and  they  are  distinguished 
in  most  cases  by  a  pronounced  resistance  to  reagents  which  dissolve  proteids, 
or  to  chemical  reagents  in  general. 

The  Keratin  Group.  Keratin  is  the  chief  constituent  of  the  horny 
structure,  of  the  epidermis,  of  hair,  wool,  of  the  nail,  hoofs,  horns, 
feathers,  of  tortoise-shell,  etc.,  etc.  Keratin  is  also  found  as  neurokeratin 
(Kuhne)  in  the  brain  and  nerves.  The  shell-membrane  of  the  hen's  egg 
seems  also  to  consist  of  keratin,  and  according  to  Nbumeistee  '  the  organic 
matrix  of  the  egg-shells  of  various  vertebrate  animals  belongs  in  most  cases 
to  the  keratin  group. 

It  seems  that  there  exist  more  than  one  keratin,  and  these  form  a  special 
group  of  bodies.  This  fact,  together  with  the  difficulty  in  isolating  the 
keratin  from  the  tissues  in  a  pure  condition  without  a  partial  decomposi- 
tion, is  sufficient  explanation  for  the  variation  in  the  elementary  composition 
given  below.  As  examples  the  analyses  of  a  few  tissues  rich  in  keratin  and 
of  keratins  are  given  as  follows : ' 

S          O 
5.00     20.85  (v.  Laar) 
2.80     21.75  (Mulder) 
1.63-2.24  (KoHNE) 

3.30  .  .  .   (HoRBACZBWSKi) 

2.28     19.56  (Mdlder) 
4.35     22.90  (LiNDVALL) 

'  KUhne  and  Ewald,  Verb.  d.  Daturhistor.-med.  Vereius  zu  Heidelberg  (N.  F.),  Bd. 
1 ;  also  Kdhne  and  Chittenden,  Zeitschr.  f.  Biologie,  Bd.  26  ;  Neumeister,  ibid.,  Bd.  81. 

'  V.  Laar,  Annal.  d.  Chem.  u.  Pharm.,  Bd.  45; — Mulder,  Versucji  einer  allgem. 
physiol.  Chem.,  Braunschweig,  1844-51 ;  Kuhne,  Zeitschr.,  f.  Biologie,  Bd.  26 ;  Hor- 
baczewski,  see  Drecbsel  in  Ladenburg's  HandwOrterbuch  d.  Chem.,  Bd.  3;  Lindvall, 
Maly's  Jahrcsbericht,  1S81. 
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Human  hair. . . 

50.65 

6.36 

17.14 

Nail 

51.00 

6.94 

17.51 

Neurokeratin 

56.11-58.45 

7.26-8.02 

11.46-14.33 

Horn  (average).. 

50.86 

6.94 

Tortoise-sheil 

54.89 

6.56 

16 '.77 

Shel  1-membrane. 

49.78 

6.64 

16.43 
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MoHE '  has  defcerttiined  the  quantity  of  sulphur  in  various  keratin  sub- 
stances. Salphur  is  at  least  in  part  in  loose  combination,  and  it  is  partly 
removed  by  the  action  of  alkalies  (as  sulphides),  or  indeed  in  part  by  boiling 
■with  water.  Combs  of  lead  after  long  usage  become  black,  and  this  is  due 
to  the  action  of  the  sulphur  of  the  hair.  On  heating  keratin  with  water  in 
sealed  tubes  to  a  temperature  of  150°  to  300°  C.  it  dissolves,  with  the 
"elimination  of  sulphuretted  hydrogen,  forming  a  non-gelatinizing  liquid 
Tvhich  contains  albumose  (called  keratinose  by  Kkukenberg  ')  and  pep- 
tone (?).  Keratin  is  dissolved  by  alkalies,  especially  on  heating,  forming, 
besides  alkali  sulphides,  albumoses  and  peptones  (?). 

The  dcomposition  products  of  keratins  are  moreover  the  same  as  the  true 
proteids.  On  boiling  with  acids  we  obtain  besides  lencin  and  tyrosin,  which 
occurs  in  relatively  great  amounts  (1-5^),  aspartic  acid*  and  glutamic 
acid,'  ammonia,  and  sulphuretted  hydrogen.  Hbdiht  "  has  obtained  lysin, 
arginin,  and  a  substance  containing  sulphur,  whose  combination  with  HCl 
has  the  composition  0,,H3,]^,0,3SC1^ ,  from  horn  shavings. 

There  is  no  doubt  that  the  keratins  are  derived  from  the  proteids. 
Dkechsel  '  is  also  of  the  opinion  that  in  the  keratin  a  part  of  the  oxygen 
of  the  proteids  is  exchanged  for  sulphur,  and  a  part  of  the  leucin,  or  any 
other  amido-acid,  is  exchanged  for  tyrosin.  Keratin  and  proteids  give  the 
same  decomposition  products,  with  the  exception  that  the  former  gives 
proportionally  a  greater  quantity  of  tyrosin.  Among  the  sulphurized 
cleavage  products  of  keratin  Emmebling  found  cystin,  and  Sutee'  thio- 
lactic  acid.     Suter  could  not  detect  either  cystin  or  cystein. 

Bodies  occur  in  the  animal  kingdom  which  form  intermediate  bodies- 
between  coagulated  albumin  and  keratin.  0.  Th.  Morneb'  has  detected 
such  a  body  (albumoid)  in  the  tracheal  cartilage,  which  forms  a  net-like 
trabecular  tissue.  This  substance  appears  to  be  related  to 'the  keratins  on 
account  of  its  solubilities  and  on  the  quantity  of  the  sulpuhur  (which  turns 
lead  black)  it  contains,  while  according  to  its  solubility  in  gastric  juice  it 
must  stand  close  to  the  proteids.  Another  substance,  more  similar  to 
keratin,  forms  the  horny  layer  in  the  gizzard  of  birds.  According  to 
J.  Hedenius  °  this  substance  is  insoluble  in  gastric  or  pancreatic  juice  and 

'  Zeitschr.  f.  physlol.  Ciiem.,  Bd.  30. 

'  Untersucb.  ilber  d.  chem.  Bau  d.  EiweisskOrper.  Sitzungsber.  d.  Jenaiscben 
Oesellsch.  f.  Med.  u.  Naturwissensch.,  1886. 

8  Kreusler,  Journ.  f.  prakt.  Chem.,  Bd.  107. 

<  Hoibaczewski,  Sitzungsber.  d.  k.  k.  Wien.  Akad.  d.  Wissensch.,  Bd.  80. 

^  Kgl.  fyslogr.  Sallsk.  i  Lund  handlingar,  Bd.  4 ;  also  Maly's  Jabresber.,  1893,  and 
Zeitschr.  f.  physlol.  Chem.,  Bdd.  20  and  21. 

'  Drechsel  in  Ladenburg's  Handw5rterbuch  d.  Chem.,  Bd.  3. 

'  Emmerling,  Ref.  in  Chemiker  Zeitg.,  No.  80,  1894 ;  Suter,  Zeitschr.Jf.  physlol, 
Chem.,  Bd.  20. 

»  See  Maly's  Jabresber.,  1888. 

»  Skan.  Arch.  f.  Physiol.,  Bd.  3. 
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acts  quite  similar  to  keratin.     It  contains  only  1^  sulphur,  and  yields  on 
decomposition  only  very  little  tyrosin  besides  considerable  leucin. 

Keratin  is  amorphous  or  takes  the  form  of  the  tissues  from  which  it  was 
prepared.  On  heating  it  decomposes  and  generates  an  odor  of  burnt  horn. 
It  is  insoluble  in  water,  alcohol,  or  ether.  On  heating  with  water  to 
150°-200°  0.  it  dissolves.  It  also  dissolves  gradually  in  caustic  alkalies, 
especially  on  heating.  It  is  not  dissolved  by  artificial  gastric  juice  or  by 
trypsin  solutions.  Keratin  gives  the  xanthoproteic  reaction,  as  well  as  tha 
reaction  with  Millon's  reagent,  although  not  always  typical. 

In  the  preparation  of  keratin  a  finely  divided  horny  structure  is  treated 
first  with  boiling  water,  then  consecutively  with  diluted  acid,  pepsin-hydro- 
chloric acid,  and  alkaline  trypsin  solution,  and,  lastly,  with  water,  alcohol, 
and  ether. 

Elastin  occurs  in  the  connective  tissue  of  higher  animals,  sometimes  in 
such  large  quantities  that  it  forms  a  special  tissue.  It  occurs  most 
abundantly  in  the  cervical  ligament  (ligamentnm  nuchas). 

Elastin  is  generally  considered  as  a  sulphur-free  substance.  According 
to  the  investigations  of  Chittenden  and  Haet,  it  is  a  question  whether  or 
not  elastin  does  not  contain  sulphur,  which  is  removed  by  the  action  of  the 
alkali  in  its  preparation.  H.  Schwaez  has  been  able  to  prepare  an  elastin 
containing  sulphur  from  the  aorta  by  another  method,  and  this  sulphur  can 
be  removed  by  the  action  of  alkalies,  without  changing  the  properties  of 
the  elastin,  and  recently  Zoja,  Hedin,  and  Bergh  '  have  fonnd  that  elastin 
contains  sulphur.  The  most  trustworthy  analyses  of  elastin  from  the  cervical 
ligament  (Nos.  1  and  3)  and  from  the  aorta  (No.  3)  have  given  the  follow- 
ing results : 

S  O 

....  21.94      (HORBACZEWSKI)'' 

21.79    (Chittenden  and  Habt) 

0.38         (H.  ScHWAKz) 

Zoja  found  0.376$^  sulphur  and  16.96$^  nitrogen  in  elastin.  Hedin 
and  Bergh  found  different  quantities  of  nitrogen  in  elastin,  depending  upon 
whether  Hokbaczewski's  or  Schwaez's  method  was  used  in  its  prepara- 
tion. In  the  first  case  they  found  15.44^  nitrogen  and  0.55^  sulphur,  and 
in  the  other  14.67^  nitrogen  and  0.66^  sulphur. 

The  cleavage  products  of  elastin  are  the  same  as  for  the  true  proteids, 
with  the  difference  that  glycocoll  but  no  aspartic  and  glutamic  acids  are 
obtained.'  Tyrosin  is  only  obtained  in  small  quantities.  Schwarz  was 
able  to   detect   lysatin   in   the   decomposition  products,   but  Hedin  and 

'  Chittenden  and  Hart,  Zeitschr.  f .  Biologie,  Bd.  35 ;  Schwarz,  Zeitschr.  f.  physiol. 
Chem.,  Bd.  18;  Zoja,  ibid.,  Bd.  23  ;  Bergli,  ibid.,  Bd.  25;  Hedin,  ibid. 
'  Horbaczewski,  Zeitschr.  f.  physiol.  Cliem.,  Bd.  G. 
'  See  Drecbsel  in  Ladenburg's  HandwOrterbuch,  Bd.  3. 
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Bergh  could  not  find  either  lysin  (lysatin)  or  arginin.  On  patrefaction  by 
anaerobic  micro-organisms  Zoja  found  carbon  dioxide,  hydrogen,  methane, 
mercaptan,  butyric  acid,  Yalerianic  acid,  ammonia,  and  possibly  also 
phenyl  propionic  acid  and  aromatic  oxyacids.  Indol  and  skatol  have  not 
heen  found  in  putrefaction,'  but  Schwaez,  on  the  contrary,  obtained  indol, 
skatol,  benzol,  and  phenols,  on  fusing  aorta-elastin  with  caustic  potash. 
On  heating  with  water  in  closed  vessels,  on  boiling  with  dilute  acids,  or  by 
the  action  of  proteolytic  enzymes,  the  elastin  dissolves  and  splits  into  two 
chief  products,  called  by  Hoebaczewski  hemielastin  and  elastinpeptone. 
According  to  CHiTTENDEif  and  Habt,  these  products  correspond  to  two 
^Ibumoses  designated  by  them  protoelastose  and  deuteroelastose.  The  first 
is  soluble  in  cold  water  and  separates  on  heating,  and  its  solution  is  precipi- 
tated by  mineral  acid  as  well  as  by  acetic  acid  and  potassium  ferrocyanide. 
The  watery  solution  of  the  other  does  not  become  cloudy  on  heating,  and  is 
nx)t  precipitated  by  the  above-mentioned  reagents. 

Pure  dry  elastin  is  a  yellowish-white  powder;  in  the  moist  state  it 
appears  like  yellowish-white  threads  or  membranes.  It  is  insoluble  in 
water,  alcohol,  or  ether,  and  shows  a  resistance  against  the  action  of 
chemical  reagents.  It  is  not  dissolved  by  strong  caustic  alkalies  at  the 
ordinary  temperature,  and  only  slowly  at  the  boiling  temperature.  It  is 
very  slowly  attacked  by  cold  concentrated  sulphuric  acid,  and  it  is  relatively 
easily  dissolved  on  warming  with  strong  nitric  acid.  Elastins  of  differing 
origins  act  differently  with  cold  concentrated  hydrochloric  acid;  for  in- 
stance, elastin  from  the  aorta  dissolves  readily  therein,  while  elastin  from 
the  ligamentum  nuchse,  at  least  from  old  animals,  dissolves  with  difficulty. 
Elastin  is  more  readily  dissolved  by  warm  concentrated  hydrochloric  acid. 
It  responds  to  the  xanthoproteic  reaction  and  with  Millon's  reagent. 

On  account  of  its  great  resistance  to  chemical  reagents,  elastin  may  be 
prepared  (best  from  the  ligamentum  nnchse)  in  the  following  way:  First 
boil  with  water,  then  with  1^  caustic  potash,  then  again  with  water,  and 
lastly  with  acetic  acid.  The  residue  is  treated  with  cold  5^  hydrochloric 
acid  for  twenty-four  hours,  carefully  washed  with  water,  boiled  again  with 
water,  and  then  treated  with  alcohol  and  ether. 

Schwaez  first  incompletely  digested  the  tissues  with  pepsin,  washed 
first  with  soda  solution  and  then  with  water,  and  boiled  lastly  with  water 
until  the  elastic  substance  was  dissolved  away.  The  dried  and  powdered 
substance  is  again  digested  with  gastric  Juice  and  treated  as  above,  and  then 
boiled  with  water  until  the  contaminating  reticulin-like  substance  is  com- 
pletely removed. 

Collagen,  or  gelatin-forming  substance,  occurs  very  extensively  in  verte- 
brates.    The  flesh  of  cephalopods  is  claimed  to  contain  collagen."     Collagen 

'  "Walchll,  Journ.  f.  prakt.  Chem.,  Bd.  17. 

»  Hoppe-Seyler,  Physiol.  Chem.     Berlin,  1877-81.     S.  97. 
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is  the  chief  constituent  of  the  fibrils  of  the  connective  tissue  and  (as  ossein) 
-of  the  organic  substances  of  the  bony  structure.  It  also  occurs  in  the 
cartilaginous  tissues  as  chief  constituent,  but  it  is  here  mixed  with  other 
substances,  producing  what  was  formerly  called  chondrigen.  Collagen  from 
different  tisnes  has  not  quite  the  same  composition,  and  probably  there  are 
several  varieties  of  collagen. 

By  continuously  boiling  with  water  (more  easily  in  the  presence  of  a 
little  acid)  collagen  is  converted  into  gelatin.  Hqfmeister'  found  that 
gelatin,  on  being  heated  to  130°  C,  is  again  transformed  into  collagen;  and 
this  last  may  be  considered  as  the  anhydride  of  gelatin.  Collagen  and 
gelatin  have  abont  the  same  composition :" 

C  H           N  S+0 

Collagen 50.75  6.47  17.86  24.92  (Hofmeibter) 

Gelatiu  (from  hartshorn) 49.31  6.55  18.37  25.77  (Muldbh) 

Gelatiu  (from  boues) 50.00  6  50  17.50  26.00  (Fbemt) 

Purified  gelatin 50.14  6.69  18.12  (Paal) 

Gelatin  contains  regularly  small  amounts  of  sulphur  which  probably 
belongs  to  the  gelatins  and  does  not  exist  there  as  an  impurity  from  the 
3)roteids.  Vak  Name  '  has  obtained  a  gelatin  from  connective  tissue,  which 
had  been  digested  with  an  alkaline  pancreas  extract  (3.5  p.  m.  Na^COj)  for 
five  days,  which  contained  on  an  average  0.256^  sulphur.  C.  Moknek' 
has  prepared  a  typical  gelatin,  with  only  0.3$^  sulphur,  by  extracting  com- 
mercial gelatin  for  several  days  with  1-5  p.  m.  caustic  potash. 

The  decomposition  products  of  collagen  are  the  same  as  those  of  gelatin. 
•Gelatin  under  similar  conditions  as  the  proteids  yields  amido-acids,  such  as 
leucin,  aspartic  and  glutamic  acids,  but  no  tyrosin,  which  is  especially 
important.  It  yields,  on  the  contrary,  large  quantities  of  glycocoll,  to 
which  the  name  gelatin  sugar  is  given  on  account  of  its  sweet  taste.  Lysin 
and  lysatin  have  also  been  obtained  from  gelatin  by  Dkechsel  and 
E.  PiscHEK,  and  arginin  by  Hedin.  '  On  putrefaction  gelatin  yields 
neither  tyrosin,  indol,  nor  skatol,'  in  which  it  differs  from  the  proteids. 
Still  the  aromatic  group  is  not  absent  in  gelatin,  and  it  acts  like  the 
oxidized  proteid,  the  oxyprotsulphonic  acid,  because  it  yields  benzoic  acid 
(Malt  '). 

'  Zeitachr.  f.  physiol.  Chem.,  Bd.  2. 

'  Hofmeister,  1.  c;  Mulder,  Anual.  d.  Chem.  u.  Pharm.,  Bd.  45  •  Fremy,  Jahresber. 
d.  Chem.,  1854;  Paal,  Ber.  d.  deutsch.  chem.  GeSellsch.,  Bd.  25. 

'  Journ.  of  Exp.  Med.,  Vol.  2. 

*  Private  communication  from  MOrner. 

'  Bee  Drechsel,  Der  Abbau  der  EiweisskSrper.  Du  Bois-Reymond's  Archiv,  1891  ■,-~ 
Hedin,  Zeitschr.  f.  physiol.  Chera.,  Bd.  21. 

»  See  literature  on  the  cleavage  products  of  gelatin  :  Drechsel  in  Ladenburg's  Hand- 
-wOrterbuch,  Bd.  3. 

'  Mouatshefte  f.  Chem.,  Bd.  10. 
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Collagen  is  insolable  in  water,  salt  solutions,  dilute  acids,  and  alkalies, 
but  it  swells  up  in  dilute  acids.  By  continuous  boiling  with  water  it  is 
converted- into  gelatin.  It  is  dissolved  by  the  gastric  juice  and  also  by  the 
pancreatic  juice  (trypsin  solution)  when  it  has  previously  been  treated  with 
acid  or  heated  with  water  above  +  70°  0.'  By  the  action  of  ferrous 
sulphate,  corrosive  sublimate,  or  tannic  acid,  collagen  shrinks  greatly. 
Collagen  treated  by  these  bodies  does  not  putrefy,  and  tannic  acid  is  there- 
fore of  great  importance  in  the  preparation  of  leather. 

Gelatin  or  glutin  is  colorless,  amorphous,  and  transparent  in  thin  layers. 
It  swells  in  cold  water  without  dissolving.  It  dissolves  in  warm  water, 
forming  a  sticky  liquid,  which  solidifies  on  cooling  when  sufficiently  con- 
centrated. The  quantity  of  ash  contained  in  gelatin  is  of  the  greatest 
importance  in  the  gelatinization  of  gelatin  solutions,  as  shown  by  0.  Nasse 
and  A.  Krugek,^  namely,  a  diminished  quantity  of  ash  diminishes  the 
gelatinizing  power. 

Gelatin  solutions  are  not  precipitated  on  boiling,  neither  by  mineral 
acids,  acetic  acid,  alum,  lead  acetate,  nor  mineral  salts  in  general.  A 
gelatin  solution  acidified  with  acetic  acid  may  be  precipitated  by  potassium 
f errocyanide  on  carefully  adding  the  reagent.  Gelatin  solutions  are  precipi- 
tated by  tannic  acid  in  the  presence  of  salt ;  by  acetic  acid  and  common 
salt  in  substance;  mercuric  chloride  in  the  presence  of  HCl  and  NaCl; 
metaphosphoric  acid,  phosphomolybdic  acid  in  the  presence  of  acid;  and 
lastly  by  alcohol,  especially  when  neutral  salts  are  present.  Gelatin  solu- 
tions do  not  diffuse.  Gelatin  gives  the  biuret  reaction,  but  not  Adamkie- 
wicz's.  It  gives  Millon's  reaction  and  the  xanthoproteic  acid  reaction  so 
faintly  that  it  probably  occurs  from  an  impurity  consisting  of  proteids. 
According  to  MQenee,  pure  gelatin  gives  a  beautiful  Millon's  reaction,  if 
not  too  much  reagent  is  added.  In  the  other  case  no  reaction  or  only  a 
faint  one  is  obtained. 

By  continuous  boiling  with  water  gelatin  is  converted  into  a  non-gelatin- 
izing modification  called  /J-glutin  by  JSTasse.  According  to  Nassb  and 
Kruger  the  specific  rotatory  power  is  hereby  reduced  from  —  167.5°  ta 
about  —  136°.°  On  prolonged  boiling  with  water',  especially  in  the  presence 
of  dilute  acids,  also  in  the  gastric  or  tryptic  digestion,  the  gelatin  is  trans- 
formed into  gelatin  albumoses,  so-called  gelatoses  and  gelatin  peptones,  which 
diffuse  more  or  less  readily. 

According  to  Hopmeister  two  new  substances,  semiglutin  and  hemi- 
collin,  are  formed.  The  former  is  insoluble  in  alcohol  of  70-80j^  and  is 
precipitated  by  platinum  chloride.     The  latter,  which  is  not  precipitated 

'  Kubne  and  Ewald,  Verh.  d.  naturhist.  med.  Vereins  in  Heidelberg,  1877,  Bd.  1. 

'  See  Maly's  Jahresber. ,  Bd.  19. 

'  In  regard  to  the  TOtatiou  of  /3-glutin,  see  Framm,  Pfluger's  Arch.,  Bd.  68. 
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by  platinum  chloride,  is  solable  in  alcohol.  Chittendest  and  Solley  ' 
have  obtained  in  the  peptic  and  tryptic  digestion  &  proto-  and  a  deutero- 
gelatose,  besides  some  true  peptone.  The  elementary  composition  of  the 
gelatoses  does  not  essentially  differ  from  that  of  the  gelatin.  On  compara- 
tive analyses  of  gelatin,  deuterogelatose  and  gelatin  peptone,  Chittenden  " 
and  his  pupils  find  nearly  the  same  elementary  composition  for  the  gelatin 
and  gelatose,  while  the  gelatin  peptone  was  about  2^  poorer  in  carbon  and 
about  0.6^  poorer  in  nitrogen  than  the  gelatin.  Paal'  has  prepared 
gelatin  peptone  hydrochlorides  from  gelatin  by  the  action  of  dilute  hydro- 
chloric acid.  Some  of  these  salts  are  soluble  in  ethyl  and  methyl  alcohol, 
and  others  insoluble  therein.  The  peptones  obtained  from  these  salts. 
contain  less  carbon  and  more  hydrogen  than  the  glntin  from  which  they 
originated,  showing  that  hydration  has  taken  place.  The  molecular  weight 
of  the  gelatin  peptone  as  determined  by  Paal  by  Eaoult's  method  was 
300  to  353,  while  that  for  gelatin  was  878  to  960. 

Collagen  may  be  obtained  from  bones  by  extracting  them  with  hydro- 
chloric acid  (which  dissolves  the  earthy  phosphates)  and  then  carefully 
removing  the  acid  with  water.  It  may  be  obtained  from  tendons  by 
extracting  with  lime-water  or  dilute  alkali  (which  dissolve  the  proteids  and 
mucin)  and  then  thoroughly  washing  with  water.  Gelatin  is  obtained  by 
boiling  collagen  with  water.  The  finest  commercial  gelatin  always  contains 
a  little  proteid,  which  may  be  removed  by  allowing  the  finely  divided 
gelatin  to  swell  up  in  water  and  thoroughly  extracting  with  large  quantities 
of  fresh  water.     Then  dissolve  in  warm  water  and  precipitate  with  alcohol. 

Collagen  may  also  be  purified  from  proteids  as  suggested  by  Van  Name 
by  digesting  with  an  alkaline  trypsin  solution  or  by  extracting  the  gelatin 
for  days  with  1-5  p.  m.  caustic  potash,  as  suggested  by  Morneb.  The 
typical  properties  of  gelatin  are  not  changed  by  this. 

Chondrin  or  cartilage  gelatin  is  only  a  mixture  of  glutin  with  tlie  specific  constituents- 
of  the  cartilage  and  their  transformation  products. 

Reticulin.  The  reticular  tissues  of  the  lymphatic  glands  contain  a 
variety  of  fibres  which  have  also  been  found  by  Mall  in  the  spleen, 
intestinal  mucosa,  liver,  kidneys,  and  lungs.  These  fibres  consist  of  a 
special  substance,,  reticulin,  investigated  by  Siegfried.* 

Eeticulin  has  the  following  composition:  C  53.88;  H  6.97;  N  15.63; 
S  1.88;  P  0.34;  ash  3.37.  The  phosphorus  occurs  in  organic  combination. 
It  yields  no  tyrosin  on  cleavage  with  hydrochloric  acid.  It  yields,  on  the 
contrary,  sulphuretted  hydrogen,  ammonia,  lysin,  lysatinin,   and   amido- 

'  Hofmeister,  Zeitschr.  f.  physiol.  Chem.,  Bd.  2;  Chittenden  and  Solley,  Journ.  of 
Physiol.,  Vol.  12. 

'  Amer.  Journ.  of  Physiol.,  Vol.  2. 

'Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  35. 

*  Mall,  Abhandl.  d.  math.  phys.  Klasse  d.  Kgl.  sachs.  Gesellsch.  d.  Wiss.,  1891. 
Siegfried,  Ueber  die  chem.  eigensch.  der  reticulirten  Gewebe.  Habil-Schrift.  Leipzig, 
1892. 
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Talerianic  acid.  On  continuous  boiling  with  water,  or  more  readily  wifi 
■dilute  alkalies,  reticalin  is  converted  into  a  body  which  is  precipitated  by 
acetic  acid,  and  at  the  same  time  phosphorus  is  split  off. 

Eeticulin  is  insoluble  in  water,  alcohol,  ether,  lime-water,  sodium 
carbonate,  and  dilute  mineral  acids.  It  is  dissolved,  after  several  weeks, 
on  standing  with  caustic  soda  at  the  ordinary  temperature.  Pepsin  hydro- 
chloric acid  or  trypsin  do  not  dissolve  it.  Eeticnlin  responds  to  the  biuret, 
xanthoproteic,  and  Adamkibwicz's  reactions,  but  not  with  Millon's 
reagent. 

It  may  be  prepared  as  follows,  according  to  Siegfeied:  Digest  intes- 
tinal mucosa  with  trypsin  and  alkali.  "Wash  the  residue,  extract  with 
ether,  and  digest  again  with  trypsin  and  then  treat  with  alcohol  and  ether. 
On  careful  boiling  with  water  the  collagen  present  either  as  contamination 
or  as  a  combination  with  reticnlin  is  removed.  The  thoroaghly  dried 
residue  consists  of  reticulin. 

Ichthylepidin  is  an  organic  substance,  so  called  by  M6sneb,'  which  occurs  with  col- 
lagen in  fisbscales  and  form  about  i  of  the  organic  substance  of  the  same.  This 
substance  with  15.9^  nitrogen  and  1.1%  sulphur  stands  on  account  of  its  properties  rather 
close  to  elastin.  It  is  insoluble  in  cold  and  hot  water,  as  well  as  in  dilute  acids  and  alka- 
lies at  the  ordinary  temperature.  On  boiling  with  these  it  dissolves.  Pepsin  hydro- 
chloric acid,  as  well  as  an  alkaline  trypsin  solution,  also  dissolve  it.  It  gives  beautiful 
reactions  with  Millon's  reagent,  xanthoproteic  reaction,  and  the  biuret  test.  At  least  a 
part  of  the  sulphur  is  split  off  by  the  action  of  alkali. 

Skeletins  are  a  number  of  nitrogenized  substances  which  form  the 

■  skeletal  tissue  of  various  classes  of  invertebrates  so  designated  by  Keuken- 

BERG."     These   substances   are   cMtin,    spongin,    concMolin,    cornein,   and 

fibroin  (silk).     Of  these  chitin  does  not  belong  to  the  proteinsubstances, 

and  fibroin  (silk)  is  hardly  to  be  classed  as  a  skeletin.     Only  those  so-called 

skeletins  will  be  given  that  actually  belong  to  the  protein  group. 

Spongin  forms  the  chief  mass  of  the  ordinary  sponge.  It  gives  no  gelatin.  On  boil- 
ing with  acids,  according  to  the  older  statements  it  yields  leucin  and  glycoColl  and  no 
tyrosin.  Zalocostas  claims  to  have  found  tyrosin  and  also  butalanin  and  glycalanin 
(CiiHiaNa04).  After  HtrNDBSHAGEN  had  shown  the  occurrence  of  iodine  and  bromine 
in  organic  combinatiou  in  different  spongts  and  designated  the  albumoid  containing 
iodine,  iodospongin,  Hamack'  later  isolated  from  the  ordinary  sponge,  by  cleavage  with 
mineral  acids,  an  iodospongin  which  contained  about  9^  iodine  and  4.5^  sulphur. 
Conclilolin  is  found  in  the  shells  of  mussels  and  snails  and  also  in  the  egg-shells  of  these 
animals.  It  yields  leucin  but  no  tyrosin.  The  Byssus  contains  a  substance,  closely 
related  to  conchiolin,  which  is  soluble  with  difficulty.  Cornein  forms  the  axial  system  of 
the  Autipathes  and  Qorgonia.  It  gives  leucin  and  a  crystallizable  substance,  cornicrys- 
tallin.  According  to  Drbchsbl  *  the  axial  system  of  the  gorgonia  cavolini  contain 
nearly  &%  of  the  dry  substance  in  iodine.  The  iodine  occurs  in  organic  combination  with 
a  iodized  albumoid,  gorgonin,  which  is  a  cornein.  Drechsbl  obtained  leucin,  tyrosin, 
lysin,  ammonia,  and  an  iodized  amidoacid,  iodogorgonie  acid,  which  has  the  composition  of 
a  monoiodo-amido  butyric  acid,  as  cleavage  products  of  gorgonin.  Fibroin  and  Sericin 
are  the  two  chief  constituents  of  raw  silk.  By  the  action  of  superheated  water  the  sericin 
dissolves  and  gelatinizes  on  cooling  (silk  gelatin),  while  the  more  difficultly  soluble  fibroin 


•  Zeitschr.  f.  physiol.  Chem.,  Bd.  24. 

»  Grundzuge  elaer  vergl.  Physiol,  d.  thier.  Gerilstsubst.     Heidelberg,  1885. 
"Zalocostas,  Compt.  rend..  Tome  107  ;  Hundeshagen,  Maly's  Jahresber.,  1895;  Har- 
aiack,  Zeitschr.  f.  physiol.  Chem.,  Bd.  34. 

*  Zeitschr.  f .  Biologie,  Bd.  33. 
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remaius  undissolved  in  the  shape  of  the  original  fibre.  On  boiling  with  acid  the  fibroin 
yields  alauin  (Wbyl'),  glycocoU.and  a  great  deal  of  tyrosin.  Fibroin  is  dissolved  in  cold 
concentrated  hydrochloric  acid  with  the  explusion  of  1^  nitrogen  as  ammonia,  and  it  is 
converted  into  another,  nearly  related  substance  called  aeriaoin  (Wbtl).  Sericin  yields 
no  glycocoll,  but  leucin  and  serin  (amidoethylenlactic  acid).  The  composition  of  the 
above-mentioned  bodies  is  as  follows):' 

0  H  N  8  O 

Conchiolin  (from  snail-eggs)  50  92  6.88  17.86  0.31  24.34  (Keukbnbbbg) 

Spoiigin 46.50  6.30  16.20  0.5  27.50  (Cboookewitt) 

48.75  6.35  16.40  (Posbblt) 

Cornein 48.96  5.90  16.81         28.83  (Krukenbbrg) 

Fibroin 48.23  6.27  18.31  ....  27.19  (Crambk) 

"      48.30  6.50  19.20  ....  26.00  (Vignon) 

Sericin 44.32  6.18  18.30        30.20  (Ckambk) 

Appendix  to  Chapter  II. 

A.   FEOTAMINS   AND  HISTOIDS. 

Protamins.  In  close  relationship  to  the  proteids  stands  a  group  of  sab- 
stances,  the  protamins,  discovered  by  Miescher,  which  are  designated  by 
KossEL  as  the  simplest  proteids  or  as  the  nucleus  of  the  protein  bodies. 
They  correspond  to  the  proteids  in  that  they  give  the  three  basic  bodies, 
lysin,  arginin,  and  histidin,  on  cleavage  but  differ  from  the  proteids, 
amongst  other  things,  in  not  yielding  any  amido-acids  as  cleavage  products. 
EuppEL '  has  found  that  the  watery  extract  of  finely  divided  tubercle  bacilli 
when  faintly  alkaline  or  completely  neutral  has  the  property  of  precipitating 
certain  proteids  from  their  solation.  This  property  is  dependent  upon  a 
-substance  precipitable  by  acetic  acid  which  he  considers  as  a  combination  of 
.a  protamin  tuberculosamin  with  a  nucleic  acid,  tubermilinic  acid.  Free 
nucleic  acid  exists  in  the  watery  extract,  although  the  reaction  is  faintly 
■alkaline  or  neutral  (?). 

Protamin  was  discovered  by  Mibschek  '  in  salmon  spermatozoa.  Later 
KossEL  isolated  and  studied  similar  bases  from  the  spermatozoa  of  herring 
and  sturgeon.  As  all  these  bases  are  not  identical,  Kossel  uses  the  name 
protamins  to  designate  the  group  and  calls  the  individual  protamins 
salmin,  clupein,  and  sturin.     Kurajeff  '  has  prepared  a  protamin  from 

'  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  21. 

'  Krukenberg,  Ber.  d.  deutsch.  chem.  Gesellsch.,  .[Bdd.  17,  18,  and  Zeitschr.  f. 
Biologie,  Bd.  32  ;  Croockewitt,  Annal.  d.  Chem.  u.  Pharm.,  Bd.  48  ;  Posselt,  ibid.,  Bd. 
45;  Cramer,  Journ.  f.  prakt.  Chem.,  Bd.  96;  Vignon,  Compt.  rend.,  115. 

«  Zeitschr.  f.  physiol.  Chem.,  Bd.  26. 

*  In  regard  to  protamins,  see  Miescher  iu  the  histo-chemical  and  physiological  works 
of  Fr.  Miescher,  Leipzig,  1897  ;  Piccard,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  7  ; 
Schmiedeberg,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  37;  Kossel,  Zeitschr.  f.  physiol. 
Chem.,  Bd.  23  (XJeber  die  basischeu  Stoffe  des  Zellkerns)  and  Bd.  25,  8.  165  and  190, 
-and  Bitzungsb^r.  der  Gesellsch.  zur  BefOrd.  der  ges.  Naturwiss.  zu  Marburg,  1897  ; 
JKossel  and  Mathews,  Zeitschr.  f.  physiol.  Chem.,  Bdd.  23  and  25. 

s  Zeitschr.  f.  physiol.  Chem.,  Bd.  26. 
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the  spermatozoa  of  mackerel,  which  he  calls  scombrin,  which  stands  close  to 
clnpein  (or  salmin),  bat  is  not  identical  therewith.  The  simplest  formula 
for  the  sulphate  is  C„H„]Sr„0,2H,S0.. 

The  protamins  are  substances  rich  in  nitrogen  (30^  N  or  more)  of  a 
basic  nature.  Salmin,  which  is  identical  with  clupein  (Kossel),  has  the 
formula  Cj^H^jN^Oj,  according  to  Mieschbe  and  Schmiedebekgs,  and 
C5„Hj,K'„0, ,  according  to  Kossel.  Sturin  has  probably  the  formula 
G,,B[„I^,i,0,.  These  statements  of  Kossel  as  to  the  composition  of  clupein 
(or  salmin)  have  been  found  incorrect  by  recent  investigations  of  the  same 
author.  On  heating  with  dilute  mineral  acids,  as  also  by  tryptic  digestion, 
the  protamins  first  yield  protamin  peptone,  protone,  from  which  the  three 
bases,  lysin,  arginin,  and  histidin,  are  derived  on  further  cleavage  (Kossel 
and  Mathews).  A  molecule  of  salmin,  according  to  Kossel,  yields  a 
molecule  each  of  histidin  and  lysin  besides  three  molecules  of  arginin. 
Sturin,  on  the  contrary,  yields  one  molecule  histidin  besides  three  molecules 
arginin  and  two  molecules  lysin.  Neither  lysin  nor  histidin,  but  only 
arginiU',  occurs  in  clupein,  whicli  is  also  true  for  scombrin.  The  other  con- 
stituents of  the  molecule  of  these  protamins  are  still  unknown.  Kossel 
was  able  to  detect  a  body  with  the  composition  of  amido-valerianic  acid  in 
clupein.  We  must  wait  for  further  elucidation  as  to  the  nature  of  the 
protamins  before  we  can  give  anything  positive  as  to  the  relationship  of 
these  bodies  to  the  protein  substances. 

Solutions  of  these  bases  in  water  are  alkaline  and  have  the  property  of 
giving  precipitates  with  ammoniacal  solutions  of  proteids  or  primary 
albumoses.  These  precipitates  are  called  histons  by  Kossel.  The  salts 
with  mineral  acids  are  soluble  in  water,  but  insoluble  in  alcohol  and  ether. 
They  are  more  or  less  readily  precipitated  by  neutral  salts  (NaCl).  Among 
the  salts  of  the  protamins  the  sulphate,  picrate,  and  the  double  platinum 
chloride  are  the  most  important  and  are  used  in  the  preparation  of  the 
protamins.  The  protamins  are  like  the  proteids,  Isevogyrate.  They  give 
the  biuret  test  beautifully,  but  not  Millon's  reaction.  The  protamin  salts 
are  precipitated  ,in  neutral  or  even  faintly  alkaline  solutions  by  phospho- 
tungstic  acid,  tungstic  acid,  picric  acid,  chromic  acid,  and  alkali  ferro- 
cyanides.  The  two  protamins  salmin  (clupein)  and  sturin  differ  from  each 
other  chiefly  by  a  different  composition,  different  solubilities,  and  somewhat 
different  behavior  of  the  sulphate. 

The  protamins  are  prepared,  according  to  Kossel,  by  extracting  the 
heads  of  the  spermatozoa,  which  have  previously  been  extracted  with 
alcohol  and  ether,  with  dilute  sulphuric  acid  (1-3^),  filtering,  and  precipitat- 
ing with  4  vols,  of  alcohol.  The  sulphate  may  be  purified  by  repeated  solution 
in  water  and  precipitation  with  alcohol,  and  if  necessary  conversion  into  the 
picrate.  Miescher  extracts  with  very  dilute  hydrochloric  acid,  neutralizea 
the  excess  of  acid,  and  precipitates  the  base  as  the  double  platinum  salt. 
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As  above  remarked,  Kossel  considers  the  protamins  as  the  simplest 
proteids.  If,  as  is  thus  far  generally  the  case,  we  only  consider  such  bodies 
true  protein  substances  which  on  decomposition  not  only  yield  basic  bodies 
but  also,  and  chiefly,  monamido-aoids,  we  are  rather  inclined  to  consider, 
with  Kossel,  the  protamins  as  the  nucleus  of  the  proteids,  so  as  not  to 
€ntirely  destroy  our  conception  of  protein  bodies.  Still,  before  we  admit 
this,  the  two  following  conditions  must  be  elucidated:  1.  It  must  be  shown 
that  all  protein  substances  yield  the  three  protamin  bases  as  cleavage 
products,  a  fact  which  has  not  been  quite  positively  confirmed  (see  Elastiu). 
"While  Hedin  and  Bergh  '  could  not  find  either  lysin,  arginin,  or  histidin 
among  the  cleavage  products  of  elastin,  still,  on  the  contrary,  Kossel  and 
Kutschee"  have  been  able  to  detect  a  very  small  amount  of  arginin,  0.3^, 
in  the  cleavage  products  of  this  albumoid.  In  fibroin,  G.  Wetzel  '  could 
either  not  detect  any  or  only  very  inconsiderable  quantities  of  basic  nitrogen, 
0.9^  of  the  total  nitrogen.  Conchiolin  yielded  8.66^  of  the  total  nitrogen 
as  basic  nitrogen.  Among  the  decomposition  products  Wetzel  found  a 
substance  whose  hydrochloride  showed  the  same  crystallization  as  histidin 
hydrochloride,  but  had  a  different  melting-point.  3.  We  must  obtain 
further  explanation  in  regard  to  the  molecular  weight  of  peptones,  for,  as 
the  thing  stands  at  present,  the  proteid  peptone  as  well  as  the  gelatin 
peptone,  which  are  generally  considered  as  proteids,  have  a  lower  molecular 
weight  (350-400)  than  the  protamins  (salmin  751  and  sturin  879,  according 
to  Kossel). 

Histon  is  the  name  given  by  Kossel  '  to  a  substance  isolated  .by  him 
from  the  red  corpuscles  of  goose-blood.  It  is  similar  in  certain  behavior  to 
the  peptones  in  the  old  sense  (the  albumoses).  This  histon  has  the  same 
amount  of  carbon  and  hydrogen  as  ordinary  proteid,  but  contains  somewhat 
more  nitrogen,  about  18^.  When  prepared,  as  suggested  by  Kossel,  from 
blood-corpuscles  by  extraction  with  hydrochloric  acid,  precipitation  of  the 
acid  solution  by  rock  salt,  and  dialyzation  until  free  from  salt,  it  gives  the 
three  following  characteristic  reactions  in  neutral,  salt-free  solution: 
1.  The  solution  does  not  coagulate  on  boiling.  3.  With  ammonia  the  salt- 
free  solution  gives  a  precipitate  insoluble  in  an  excess  of  the  ammonia. 
3.  Nitric  acid  caused  a  precipitate,  which  disappeared  on  warming,  and 
reappeared  on  cooling. 
.  Later  bodies  have  been  described  as  histons  which  show  a  different 

behavior  in  one  way  or  another,     Lilienfeld  has  prepared  a  histon  from 

I ^ ^_^_, 

'  Zeitschr.  f.  pliysiol.  Chem.,  Bd.  85. 

^  Ibid.,  Bd.  35,  S.  551. 

'ilbid.,  Bd.  36.  ' 

*  Kossel,  Zeitschr.  f.  pbysiol.  Chem.,  Bd.  8,  and  Sitzungsber.  der  Gesellsch.  zur 
BefOrd.  d.  ges.  Wissensch.  zii  Marburg,  1897  ;  Lilienfeld,  Zeitschr.  f.  physlol.  Chem., 
Bd.  18 ;  Schulz,  ibid,,  Bd.  34  ;  Mathews,  ibid.,  Bd.  33. 
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lencocytes,  whose  solution  coagalated  on  boiling,  yielding  a  coagnltiitt 
readily  soluble  in  mineral  acids.  This  histon  acted  like  Kossel's  histon 
with  ammonia.  Schulz  considers  the  proteid,  globin,  set  free  on  tlie 
cleavage  of  haemoglobin,  as  a  histon,  although  it  is  extremely  soluble  in 
ammonia  and  does  not'dissolve  in  an  excess  of  ammonia,  only  in  the  presence 
of  ammonium  chloride.  Mathews  has  isolated  a  body,  which  he  calls 
ariacin,  from  the  spermatozoa  of  the  sea-urchin  (arbacia),  and  which  he 
considers  as  a  histon,  but  which  differs  from  the  other  histons  in  that  it 
cannot  be  precipitated  by  ammonia.  The  neutral  solution  of  this  histon  is 
precipitated  by  the  above-mentioned  (page  60)  protamin  precipitatants. 
It  has  not  been  shown  how  the  other  so-called  histons  act  with  these  pre- 
cipitants. 

It  seems  that  bodies  of  various  kinds  have  been  described  as  histons, 
therefore  the  author  does  not  feel  justified  in  giving  a  clear  and  precise- 
definition  of  histon.  According  to  Kossel  the  histons  are  probably  com- 
binations of  protamins  and  proteid. 

B.  Hydeolttic  Cleavage  Pkodttcts  of  the  Photeik  Substances.' 

1.  Monamido  Acids. 

Leucin,  C^H^NOj,  or  amido-capkoic  acid,  more  recently  called 
«-amido-isobutylacetic  acid,  (CHJ,CH.CH,.CH(NH,).COOH.  Leucin  is 
formed  not  only  in  the  trypsin  digestion  of  proteids,  but  also  from  the 
protein  substances  by  their'  decomposition  on  boiling  with  diluted  acids  or 
alkalies,  by  fusing  with  alkali  hydrates,  and  by  putrefaction.  Because  of 
the  ease  with' which  leucin  and  tyrosin  are  formed  in  the  decomposition  of 
protein  substances,  it  is  difficult  to  positively  decide  whether  these  bodies 
when  found  in  the  tissues  are  constituents  of  the  living  body  or  are  only  to 
be  considered  as  decomposition  products  formed  after  death.  Leucin  has 
been  found  as  a  normal  constituent  of  the  pancreas  and  its  secretion,  in  the 
spleen,  thymus,  and  lymph-glands,  in  the  thyroid  gland,  in  the  salivary 
glands,  in  the  kidneys,  brain,  and  liver.  It  also  occurs  in  the  wool  of 
sheep,  in  dirt  from  the  skin  (inactive  epidermis)  and  between  the  toes,  and 
its  decomposition  products  have  the  disagreeable  odor  of  the  perspiration  of 
the  feet.  It  is  found  pathologically  in  atheromaitous  cysts,  ichthyosis  scales, 
pus,    blood,    liver,    and   urine    (in  diseases  of   the   liver   and   phosphorus 

'  As  it  is  not  within  tlie  scope  of  tliis  work,  we  cannot  enter  into  details  in  regard  to 
all  tbe  cleavage  products  ot  the  protein  substances.  These  may  be  found  in  liandbooUs 
of  cher^istry.  For  this  reason  the  most  important  cleavage  products  of  proteids  will  be 
given  in  the  appendix  to  the  protein  substances,  carnic  acid  and  peptones  having  already 
been  described.  For  practical  reasons  the  two  amido  acids,  leucin  and  tyrosin,  will  be 
treated  of  together,  although  it  would  le  more  theoretically  correct  to  treat  the  acids  of 
the  aliphatic  and  aromatic  series  separately. 
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poisoning).  Leaoin  occurs  often  in  invertebrates  and  also  in  the  plant 
kingdom.  On  hydrolytic  cleavage  various  protein  substances  yield  difEerent 
amounts  of  leucin.  Erlenmetek  and  Schoffek  obtained  36-45^  from 
the  cervical  ligament,  Cohn  32$^  from  casein,  and  Nencki  1.5-2j^  from 
gelatin. ' 

Leucin  has  been  prepared  synthetically  by  IIufkeb  '  from  isovaleralde- 
hyde-ammonia  and  hydrocyanic  acid.  This  leucin  is  optically  inactive. 
Inactive  leucin  may  also  be  prepared,  as  shown  by  E.  Schulze  and 
BossHAKD,'  by  the  cleavage  of  proteids  with  baryta  at  160°  C.  or  on  heating 
ordinary  leucin  with  baryta-water  to  the  same  temperature.  The  Isbvo- 
rotatory  modification  may  be  formed  from  the  inactive  leucin  by  the  action 
of  penicillum  ^lancum.  The  leucin  obtained  in  the  pancreatic  digestion  of 
proteids,  as  well  as  in  their  cleavage  with  hydrochloric  acid,  seems  always  to 
be  the  dextro-rotatory  variety.  Cohn*  has,  however,  obtained  a  leucin 
differing  from  the  ordinary  leucin  in  the  tryptic  digestion  of  fibrin. 
HuFNEK  has  prepared  an  isomer  of  leucin  from  moaobromcaproic  acid  and 
ammonia.  It  is  a  question  whether  there  exist  natural  leucius  correspond- 
ing to  normal  caproic  acid.  On  oxidation  the  leucins  yield  the  correspond- 
ing oxyacids  (leucinic  acids).  Leucin  is  decomposed  on  heating,  evolving 
carbon  dioxide,  ammonia,  and  amylamin.  On  heating  with  alkalies,  as  also- 
in  putrefaction,  it  yields  valerianic  acid  and  ammonia. 

Leucin  crystallizes  when  pure  in  shining,  white,  very  thin  plates,  usually 
forming  round  knobs  or  balls,  either  appearing  like  hyalin  or  alternating 
light  or  dark  concentric  layers  which  consist  of  radial  groups  of  crystals. 
Leucin  as  obtained  from  the  animal  fluids  and  tissues  is  very  easily  soluble 
in  water  and  rather  easily  in  alcohol.  Pure  leucin  is  soluble  with  difficulty; 
according  to  certain  statements  it  dissolves  in  about  29  parts  of  water  at 
ordinary  temperatures  or  little  higher,  and  according  to  others  in  46  parts. 
This  difference  may  be  due,  according  to  Ghelin,"  to  the  fact  that  the 
optically  active  leucins  may  be  variable  mixtures  of  the  dextro-  and  laevo- 
rotatory  modifications.  The  inactive  leucin  is  most  insoluble.  The  specific 
rotation  of  the  ordinary  leucin,  dissolved  in  hydrochloric  acid,  is 
(ar)D  =  4-  17.5. 

Leucin  is  readily  soluble  in  alkalies  and  acids.  It  gives  crystalline  com- 
pounds with  mineral  acids.     If   hydrochloric   acid  leucin  is  boiled  with 

'  Erlenmeyer  and  ScbOfier,  cited  from  Maly,  Chem.  d.  Verdauungssafte,  in  Her- 
mann's Handb.  d.  Pliysiol.,  Bd.  5,  Theil  2,  S.  209  ;  Cohn,  Zeitschr.  f.  physiol.  Chem., 
Bd.  22  ;  Nencki,  Journ.  f.  prakt.  Chem.  (N.  P.),  Bd.  15. 

«  Journ.  f.  prakt.  Chem.  (N.  F.),  Bd.  1. 

'  See  Zeitschr.  f.  physiol.  Chem.,  Bdd.  9  and  10. 

*  Hoppe-Seyler's  Handbuch,  6.  Aufl.,  S.  134,  and  Cohn^  Zeitschr.  f.  physiol.  Chem., 
Bd.  30. 

»  Zeitschr.  f.  physiol  Chem.,  Bd.  18. 
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alcohol  containing  3-4^  HCl  long  narrow  crystalline  prisms  of  hydro- 
chloric acid  leucinethylester  melting  at  134°  are  formed.  On  slowly  heating 
to  170°  C.  it  melts  and  sublimes  in  white,  woolly  flakes  which  are  similar 
to  sublimed  zinc  oxide.  A  marked  odor  of  amylamin  is  generated  at  the 
same  time. 

The  solution  of  leucin  in  water  is  not,  as  a  rule,  precipitated  by  metallic 
salts.  The  boiling-hot  solution  may,  however,  be  precipitated  by  a  boiling- 
hot  solution  of  copper  acetate,  and  this  is  made  use  of  in  separating  leucin 
from  other  substances.  If  the  solution  of  leucin  is  boiled  with  sugar  of 
lead  and  then  ammonia  be  added  to  the  cooled  solution,  shining  crystalline 
leaves  of  leucin-lead  oxide  separate.  Leucin  dissolves  copper  oxyhydrate 
but  does  not  reduce  on  boiling. 

Leucin  is  recognized  by  the  appearance  of  the  balls  or  knobs  under  the 
microscope,  by  its  action  when  heated  (sublimation  test),  and  by  Scheree's 
test.  This  last  consists  in  the  leucin  yielding  a  colorless  residue  when 
carefully  evaporated  with  nitric  acid  on  platinum-foil,  and  this  residue 
■when  warmed  with  a  few  drops  of  caustic  soda  gives  a  color  varying  from  a 
pale  yellow  to  brown  (depending  on  the  purity  of  the  leucin),  and  on 
further  concentrating  over  the  flame  it  agglomerates  into  an  oily  drop  which 
rolls  about  on  the  foil. 

Tyrosin,  Cj,H„]SrO„  or  jj-osyphentl-amidopeopionic  acid,  HO.C.H..- 
€5H,(NHJ.C00H,  is  derived  from  most  protein  substances  (not  gelatin 
and  reticulin)  under  the  same  conditions  as  leucin,  which  it  habitually 
accompanies.  From  genuine  proteids  such  as  casein  3-4^,  from  horn  sub- 
stance 1-5^,  from  elastin  0.25^,  and  from  fibroin  about  6^  have  been 
obtained  by  Wetl  and  others.'  It  is  especially  found  with  leucin  in  large 
quantities  in  old  cheese  {Tvpos),  from  which  it  derives  its  name.  Tyrosin 
has  not  with  certainty  been  found  in  perfectly  fresh  organs.  It  occurs  in 
the  intestine  in  the  digestion  of  albuminous  substances,  and  it  has  about 
the  same  physiological  and  pathological  importance  as  leucin. 

Tyrosin  was  prepared  by  Eelenmeter  and  Lipp"  from  p-amido- 
phenylalanin  by  the  action  of  nitrous  acid.  On  fusing  with  caustic  alkali 
it  yields  p-oxybenzoic  acid,  acetic  acid,  and  ammonia.  On  putrefaction  it 
may  yield  p-hydrocoumaric  acid,  oxyphenyl-acetic  acid,  and  p-cresol. 

Tyrosin  in  a  very  impure  state  may  be  in  the  form  of  balls  similar  to 
leucin.  The  purified  tyrosin,  on  the  contrary,  appears  as  colorless,  silky, 
fine  needles  which  are  often  grouped  into  tufts  or  balls.  It  is  soluble  with 
difiiculty  in  water,  being  dissolved  by  2454  parts  water  at  +  20°  C.  and  154 
parts  boiling  water,  separating,  however,  as  tufts  of  needles  on  cooling.     It 

'  See  Maly,  1.  c,  Bd.  5,  Theil  2,  S.  212  ;  R.  Cohn,  1.  c;  Weyl,  Ber.  d.  deutacb.  chem. 
Gesellsch.,  Bd.  31. 

■  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  15. 
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dissolves  more  easily  in  the  presence  of  alkalies,  ammonia,  or  a  mineral  acid. 
It  is  difficultly  soluble  in  acetic  acid.  Crystals  of  tyrosin  separate  from  an 
ammoniacal  solution  on  the  spontaneous  evaporation  of  the  ammonia.  The 
solution  of  the  tyrosin  obtained  from  protein  substances  by  the  action  of 
acids  has  always  a  faint  laevo-rotatory  power.  Tyrosin  prepared  synthetically 
or  by  decomposition  of  proteids  by  baryta  is  optically  inactive.'  Tyrosin  is 
not  soluble  in  alcohol  or  ether.  It  is  identified  by  its  crystalline  form  and 
by  the  following  reactions : 

Pieia's  Test.  Tyrosin  is  dissolved  in  concentrated  sulphuric  acid  by 
the  aid  of  heat,  by  which  tyrosin-sulphuric  acid  is  formed;  it  is  allowed  to 
cool,  diluted  with  water,  neutralised  by  BaCO, ,  and  filtered.  On  the  addi- 
tion of  a  solution  of  ferric  chloride  the  filtrate  gives  a  beautifnl  violet  color. 
This  reaction  is  disturbed  by  the  presence  of  free  mineral  acids  and  by  the 
addition  of  too  much  ferric  chloride. 

Hofmann's  Test.  If  some  water  is  poured  on  a  small  quantity  of 
tyrosin  in  a  test-tube  and  a  few  drops  of  Millost's  reagent  added  and  then 
the  mixture  boiled  for  some  time,  the  liquid  becomes  a  beautiful  red  and 
then  yields  a  red  precipitate.  Mercuric  nitrate  may  first  be  added,  then, 
after  this  has  boiled,  nitric  acid  containing  some  nitrous  acid. 

Scheree's  Test.  If  tyrosin  is  carefully  evaporated  to  dryness  with 
nitric  acid  on  platinum-foil,  a  beautiful  yellow  residue  (nitro-tyrosin  nitrate) 
is  obtained,  which  gives  a  deep  reddish-yellow  color  with  caustic  soda. 
This  test  is  not  characteristic,  as  other  bodies  give  a  similar  reaction. 

Leucin  and  tyrosin  may  be  prepared  in  large  quantities  by  boiling 
albuminous  bodies  or  albuminoids  with  dilute  mineral  acids.  Ordinarily 
we  boil  hoof -shavings  (2  parts)  with  dilute  sulphuric  acid  (5  parts  concen- 
trated acid  and  13  parts  water)  for  24  hours.  After  boiling  the  solution  it 
is  diluted  with  water  and  neutralized  while  still  warm  with  milk  of  lime  and 
then  filtered.  The  calcium  sulphate  is  repeatedly  boiled  with  water,  and 
the  several  filtrates  are  united  and  concentrated.  The  lime  is  precipitated 
from  the  concentrated  liquid  by  oxalic  acid  and  the  precipitate  filtered  off, 
repeatedly  boiled  with  water,  all  filtrates  united  and  evaporated  to  crystal- 
lization. What  first  crystallizes  consists  chiefly  of  tyrosin  with  only  a  little 
leucin.  By  concentration  a  new  crystallization  may  be  produced  in  the 
mother-liquor,  which  consists  of  leucin  with  some  tyrosin.  To  separate 
leucin  and  tyrosin  from  each  other  their  different  solubilities  in  water  may 
be  taken  advantage  of  in  preparing  them  on  a  large  scale,  but  surer  and 
better  results  are  obtained  by  the  following  method  of  Hlasiwetz  and 
Habermann."  The  crystalline  mass  is  boiled  with  a  large  quantity  of 
water  and  enough  ammonia  to  dissolve  it.  To  this  boiling-hot  solution 
enough  basic  lead  acetate  is  added  until  the  precipitate  formed  is  nearly 
white;  now  filter,  heat  the  light  yellow  filtrate  to  boiling,  neutralize  with 

'  See  Mauthner,  Wien.   Sitzungsber.,  Bd.  85,  and  E.  Schulze,  Zeitschr.  f.  physiol. 
Chem.,  Bd.  9. 

s  Annal.  d.  Chem.  u.  Pharm.,  Bd.  169,  8.  160. 
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salphuric  acid,  and  filter  while  boiling  liob.  After  cooling,  nearly  all  the 
tyrosin  is  precipitated,  while  the  lencin  remains  in  the  solution.  The 
tyrosin  may  be  purified  by  recrystallizing  from  boiling  water  or  from 
ammoniacal  water.  The  above-mentioned  mother-liquor  rich  in  leucin  is 
treated  with  H^S,  the  filtrate  concentrated  and  boiled  with  an  excess  of 
freshly  precipitated  copper  oxyhydrate.  A  part  of  the  lencin  is  precipitated, 
and  the  residue  remains  in  the  solution  and  partly  crystallizes  as  a  cuprous 
compound  on  cooling.  The  copper  is  removed  from  the  precipitate  and 
solution  by  means  of  H,S,  the  filtrate  decolorized  when  necessary  with 
animal  charcoal,  strongly  concentrated  and  allowed  to  crystallize.  The 
leucin  obtained  from  the  precipitate  is  quite  pare,  while  that  from  the  solu- 
tion is  somewhat  contaminated. 

If  one  is  working  with  small  quantities,  the  crystals,  which  consist  of  a 
mixture  of  the  two  bodies,  may  be  dissolved  in  water  and  this  solution 
precipitated  with  basic  Jead  acetate.  The  filtrate  is  treated  with  H^S,  the 
new  filtrate  evaporated  to  dryness,  and  the  residue  treated  with  warm 
alcohol,  which  dissolves  the  leucin  but  not  the  tyrosin.  The  remaining 
tyrosin  is  purified  by  recrystallization  from  ammoniacal  alcohol.  Leucin 
may  be  purified  by  recrystallization  from  boiling  alcohol,  or  by  precipitating 
it  as  leucin  lead  oxide,  treating  the  precipitate  suspended  in  water  with 
HjS  and  evaporating  the  filtered  solution  to  crystallization.  In  purifying 
crude  leucin  Eohmann  '  prepares  the  hydrochloric  acid  compound,  and 
purifies  by  solution  in  a  little  water,  and  recrystallizes  by  cooling  the  solu- 
tion, and  from  these  he  prepares  the  hydrochloric  acid  leucinethyl  ester. 

To  detect  the  presence  of  leucin  and  tyrosin  in  animal  fiuids  or  tissues 
the  proteids  must  first  be  removed  by  coagulation  with  the  addition  of 
acetic  acid  and  then  precipitated  by  basic  lead  acetate.  The  filtrate  is 
treated  with  H^S,  this  filtrate  evaporated  to  a  sirup  or  to  dryness,  and  the 
two  bodies  in  the  residue  are  separated  from  each  other  by  boiling  alcohol 
and  then  purified  as  above  stated. 

Glycocol  1,  or  amido-acetic  acid.  This  acid  has  not  beeu  obtained  as  a  cleavage  product 
of  true  proteids,  but  only  in  the  cleavage  of  gelatin  and  other  albuminoids.  As  glycocoll 
is  of  greater  interest  as  a  cleavage  product  of  glycocholic  acid  and  certain  other  conju- 
gated acids,  it  will  be  treated  of  in  Chapter  VIII. 

Alanin,  CsHtNO,  ,  or  a-amido  propionic  acid,  CH3.CH(NH5)COOH,  has  been  ob- 
tained by  "Wbyl*  as  a  cleavage  product  of  fibroin  from  raw  silk.  Gystin,  occurring 
occasionally  in  the  urine,  is  considered  as  a  derivative  of  alanin. 

Fhenylalanin,  or  a-phenylamidopropionic  acid,  CeHs.CH2.CH(]SrHj)C00H,  first  ob- 
tained by  ScHULZE  and  Bakbieki  as  a  cleavage  product  of  vegetable  proteid.  The  for- 
mation of  this  acid  in  the  cleavage  of  casein  with  hydrochloric  acid  and  tin  chloride 
is  also  probable  according  tn  E.  Schtjlzb.' 

Butalanin,  CsH.iNOj,  or  S-amidovalerianic  acid,  CHj{]SrH2)(CH3)3COOH.  This  acid 
was  first  detected  in  the  pancreas  by  v.  Goedp-Bebanez,  then  by  Schulze  and  Bahbieri 
in  lupin  seeds,  also  by  E.  aud  H.  Salkowski  in  the  putrefaction  of  fibrin,  meat  and 
gelatin  (H.  Salkowski),  and  by  Sibgfbied  among  tte  cleavage  products  of  reticulin, 
and  by  Zalocostas*  among  those  of  spongin. 

This  acid  forms  colorless  leaves  or  starry  groups  of  needles.  It  melts  at  157-158° 
with  decomposition.  It  is  readily  soluble  in  water,  dissolves  with  difficulty  in  boiling 
alcohol,  but  is  nearly  insoluble  in  alcohol  and  ether. 

>  Ber.  d.  deutsch.  chem.  Gesellsch.,,  Bd.  30,  8.  1980. 
"    ^  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  21. 

'  Schulze  and  Barbieri,  ^nd.,  Bd.  16  ;  E.  Schulze,  Zeitschr.  f,  physiol.  Chem.,  Bd.  9. 
^  *  V.  Gorup-Besanez,   Annal.   d.    Chem.  u.   Pharm.,  Bd.  98 ;  Schulze  and  Barbieri,. 
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Aspartic  Acid,  C,H,NO.,  or  AMiDO-succisrid  acid,  C,II,(NH,).(COOH)j. 
This  acid  is  obtained  ia  the  trypsin  digestion  of  fibrin  and  gelatin.  It  may 
also  be  obtained  by  the  decomposition  of  albuminous  bodies  or  albuminoids 
with  acids.  Hlasiwetz  and  Habbkmann  '  obtained  23. 8j^  aspartic  acid, 
although  not  quite  pure,  from  ovalbumin  and  9.3^  from  casein.  It  is  very 
widely  diffused  in  the  vegetable  kingdom  as  the  amid  aspaeagine  (amido- 
succinic-acid  amid),-  which  seems  to  be  of  the  greatest  importance  in  the 
development  and  formation  of  the  albuminous  bodies  in  the  plants. 

Aspartic  acid  dissolves  in  266  parts  water  at  +  10°  C.  and  in  18.6  parts 
boiling  water,  and  crystallizes  on  cooling  as  rhombic  prisms.  The  acid 
prepared  from  protein  substances  is  optically  active,  and  is  dextrogyrate  in 
a  solution  strongly  acid  with  nitric  acid,  and  dextrogyrate  or  IsBvogyrate  in 
a  watery  solution,  dependent  upon  the  temperature."  It  forms  with  copper 
oxide  a  crystalline  combination  which  is  soluble  in  boiling-hot  water  and 
nearly  insoluble  in  cold  water,  and  which  may  be  used  in  the  preparation  of 
the  pure  acid  from  a  mixture  with  other  bodies.  In  regard  to  methods  of 
preparation  see  Hlasiwetz  and  Habehmanut,  and  E.  Schulze.' 

Glutamic  Acid,  0,H,NO„  or  amido-ptrotaetakic  acid,  C3H5(NH,).. 
(COOH),.  This  acid  was  first  found  among  the  cleavage  •  products  of 
vegetable  proteids  by  Eitthausen  and  Keeuslee.  Since  then  Hlasiwetz 
and  Habeemank  have  found  it  among  the  cleavage  products  of  animal 
proteids  and  obtained  29^  glutamic  acid  from  casein.  It  has  also  been 
prepared  by  Siegfeied  from  the  albuminoid,  reticalin.* 

Glutamic  acid  crystallizes  in  rhombic  tetrahedra  or  octahedra  or  in  small 
leaves.  It  melts  at  135-140°  with  partial  decomposition.  It  dissolves  in 
100  parts  water  at  16°  C.  and  in  1500  parts  80^  alcohol.  It  is  insoluble  in 
alcohol '  and  ether.  The  glutamic  acid  obtained  from  proteids  by  boiling 
with  an  acid  is  dextro-rotatory,  while  that  obtained  by  heating  with  barium 
hydrate  is  optically  inactive.  It  forms  a  beautifully  crystalline  combination 
with  hydrochloric  acid,  which  is  nearly  insoluble  in  concentrated  hydro- 
chloric acid.  This  combination  is  used  in  the  isolation  of  glutamic  acid. 
On  boiling  with  copper  oxyhydrate  a  beautiful  crystalline  copper  salt,  which 


Journ.  f.  prakt.  Chem.  (N.  F.),  Bd.  27  ;  E.  and  H.  Salkowski,  Ber.  d.  deutach.  chera. 
Gesellsch.,  Bd.  16  ;  H.  Salkowski,  tbid.,  Bd.  31  ;  Siegfried,  see  foot-note,  page  57  ;  Za- 
locostas,  Compt.  rend.,  107. 

'  Anual.  d.  Chem.  u.  Pliaim.,  Bdd.  159  u.  169. 

'  See  Landolt,  Das  optisclie  DrehungsvermSgen  org.  Substanzen,  Braunschweig, 
1879,  and  Cook,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  30. 

'  Hlasiwetz  and  Habermann,  Annal.  d.  Chem.  u.  Pharm.,  Bd.  169 ;  E.  Schulze, 
Zeitschr.  f.  physiol.  Chem.,  Bd.  9. 

*  Ritthausen  and  Kreusler,  Journ.  f.  prakt.  Chem.  (N.  F.),  Bd.  3  ;  Hlasiwetz  and 
Habermann,  1.  c,  Bd.  159;  Siegfried,  1.  c,  foot-note,  page  57. 
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is  soluble  with  difficulty,  is  obtained.     In  regard   to   the  preparation  ol 

glutamic  acid  see  Hlasiwetz  and  HABEEMANiir,  and  E.  Schulze.  ' 

Okloff''  makes  use  of  the  nickel  salts  in  the  separation  of  the  various  aniido  acids, 
GlycocoU  and  alanin  give  crystalline  salts,  which  are  soUible  veith  difBculty  on  boiliup 
with  an  excess  of  nickel  carbonate.  Aspartic  acids  give  a  nou^crystalline  nickel  sail 
which  is  i-eadily  soluble,  while  leucin  does  not  give  any  nickel  salt  ou  boiling  with  nickel 
■carbonate. 

2.  Basic  Bodies. 

The  most  important  basid  products  of  hydrolytic  cleavage  of  protein 
substances  are  lysin  (lysatin) ,  arginin,  and  histidin.  These  are  called  hexon 
hases  by  Kossel. 

Lysin,  C,H,,]Sr,0,,  probably  diamido-capeoic  acid,  C,H,(]S"H,)jCOOH, 
is  homologous  to  ornithin  (diamido-Talerianic  acid?).  Lysin  has  been 
obtained  by  Dkechsel  and  his  pupils  not  only  from  different  proteids,  but 
also  from  several  albuminoids  on  boiling  them  with  acids.  It  is  also  formed 
in  the  tryptic  but  not  in  the  peptic  digestion  of  proteids,  and  also  in  the 
cleavage  of  protamins  (Kossel).'  Lysin  is  readily  soluble  in  water,  but 
does  not  crystallize.  It  is  dextro-rotatory,  but  becomes  optically  inactive  on 
Iieating  with  barium  hydrate  to  150°  C.  With  hydrochloric  acid  it  gives 
two  hydrochlorides,  and  with  platinum  chloride  it  gives  a  chlordplatinate 
precipitable  by  alcohol  with  the  composition  0,H„N^0,.HjPb01,  +  C,Hj,OH. 
Lysin  gives  two  silver  salts,  one  of  which  has  the  formula  AgNO,  -j- 
C.H„N,0,,  and  the  other  with  the  formula  AgNO,  +  C^H^IST.O^.HNO, 
(Hedin).  It  gives  no  silver  combination  insoluble  in  soda  (Kossel). 
With  benzoylchloride  and  alkali  lysin  forms  a  conjugated  acid,  lysuric  acid, 
C„H,jN,0^(C,H,0),0,  (Deechsel),  which  is  homologous  with  ornithuric 
acid,  and  decomposes  into  benzoic  acid  and  lysin  on  being  heated  with 
■concentrated  hydrochloric  acid  to  140-150°  C*  Lysuric  acid  may  be  used 
in  the  separation  of  lysin,  first  preparing  the  acid  barium  salt  (C.  Will- 

DENOW"). 

Ornithin,  CsHuIirjOs,  probably  diamido-valerianic  acid,  C4H7(NHj)5COOH.  It  is 
formed  besides  benzoic  acid  in  the  cleavage  of  the  conjugated  ornithuric  acid,  discovered 
by  Jaffb,  and  which  is  eliminated  by  birds  on  feeding  benzoic  acid.  It  is  also  pro- 
duced with  urea  in  the  cleavage  of  arginin  with  baryta-water  (Schttlzb  and  Winter- 
stein^).  Ornithin  gives  a  salt  crystailizing  in  broad  colorless  leaves,  with  nitric  acid. 
It  gives  an  odor  similar  to  semen  on  warming  with  caustic  soda.     On  putrefaction 

'  Hlasiwetz  and  Haberraann,  Annal.  d.  Chem.  u.  Pharm.,  Bd.  169  ;  E.  Schulze, 
Zeitschr.  f.  physiol.  Chem.,  Bd.  9. 

»  Centralbl.  f.  d.  med.  Wissensch.,  1897,  S.  643. 

'  The  works  ou  lysin  and  lysatin  may  be  found  in  Drechsel :  Der  Abbau  der 
Eiweisstoffe  in  Du  Bois-Reymond's  Arch.,  1891,  and  also  Hedin,  Zeitschr.  f.  physiol. 
Cihem.,  Bd.  £1 ;  Kossel,  ibid.,  Bd.  35. 

*  Drechsel,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  38. 
'  Zeitschr.  f.  physiol.  Chem,,  Bd.  25. 

•  JafEe,  ibid.,  Bdd.  10  and  11  ;  Schulze  and  "Winterstein,  ibid.,  Bd,  30. 
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Ellingkr'  Las  obtained  pulrescin,  ■whicli  shows  that  in  oruithiu  an  amido  group  takes^ 
the  S  position. 

Diaml do  acetic  Acid,  CjHoNaOa  =  CHCNHO^COOH,  was  obtained  by  Drechbel' 
among  the  cleavage  products  on  boiling  pvoteids  with  tin  and  hydrochloric  acid.  It 
crystallizes  in  prisms  and  forms  a  monbenzoyl  combination,  which  is  not  very  soluble  in 
water,  and  nearly  insoluble  in  alcohol,  and  which  is  used  in  the  isolation  of  the  acid. 

Lysatin  o^:  Lysatinin.  The  formula  of  this  substance  is  either 
CjHjjNjO,  or  CJ-I^NjO  +  H^O.  In  the  first  case  the  base  is  homologous 
to  creatin,  0,11,^,0,,  in  the  other  case  to  creatinin,  C,H,N,0,  and  it  is 
for  this  reason  the  body  is  called  lysatin  as  well  as  lysatinin.  This  base  is 
formed  under  the  same  conditions  as  lysin,  and  according  to  Hedin  it  is 
perhaps  only  a  mixture  of  lysin  and  arginin. 

The  base  readily  decomposes,  and  on  boiling  with  baryta-water  it  yields 
urea.  It  gives  a  double  silver  salt  with  the  formula  C^H^FjOj-HNO,  -j- 
AgNOj ,  which  is  soluble  in  water  but  insoluble  in  alcohol-ether,  and  which 
is  used  in  the  separation  and  purification  of  the  base. 

Arginin,  C„II,,N,Oj ,  was  first  discovered  by  Schulzb  and  Stbigee  ia 
etiolated  lupin  and  pumpkin  sprouts.  It  was  later  detected  by  Hedin  in 
the  cleavage  products  of  horn  substance,  gelatin,  and  several  proteid  bodies. 
Hedin  obtained  the  following  amounts  of  arginin  from  horn  substance, 
gelatin,  conglutin,  albumin  from  egg-yolk,  ovalbumin,  and  casein  respec- 
tively: 2.25;  2.6;  2.76;  2.3;  0.8;  0.8j^.  Schulze  and  Konqgee  obtained 
specially  large  quantities  of  arginin,  about  10^,  .from  the  proteid  of  the 
conifer  seeds.  Arginin  also  occurs  among  the  products  of  trypsin  digestion 
(KossEL  and  Kutscher). 

Arginin  is  a  crystalline  substance,  which  yields  urea  and  apparently  also 
ornithin  on  boiling  with  barium  hydrate  (see  above).  Several  crystalline 
salts  and  double  salts  are  known  of  this  base,  among  which  the  silver  salt  is 
the  most  important.  The  silver  salt,  AgNOj  -\-  C,Hj^]S",Oj  +  iH,0,  sepa- 
rates on  slow  crystallization  in  beautiful  prismatic  crystals.  It  is  the  least 
soluble  of  all  the  silver  salts,  and  is  best  suited  for  the  isolation  of  the  base. 
With  silver  salt  and  free  alkali  or  barium  hydrate,  arginin  gives  an  insoluble 
silver  compound  (Kossel).' 

Histidin,  C,H,N,0, ,  was  first  discovered  by  Kossel  as  a  cleavage 
product  of  the  protamins  (sturin).  After  this  it  was  found  by  Hedin '' 
among  the  cleavage  products  of  proteids  on  boiling  them  with  dilute  acid, 
and  by  Kutscher  among  the  products  of  trypsin  digestion. 

Histidin  crystallizes  in  colorless  needles  or  lamellae.  Its  watery  solution 
is  not  precipitated  by  silver  nitrate  alone,  but  on  the  careful  addition  of 
ammonia  an  amorphous  precipitate  readily  soluble  in  an  excess  of  ammonia 

'  Ber.  d.  deutsch.  chem.  Qesellsch.,  Bd.  31. 

'  Ber.  d.  sachs.  Ges.  d.  Wissensch.,  Bd.  44. 

»  Schulze  and  Steiger,  Zeitschr.  f.  physiol.  Chem.,  Bd.  11 ;  Hedin,  ibid.,  Bd.  21 ; 
Schulze  (and  Rongger),  ibid.,  Bd.  34  ;  Kutscher,  ibid.,  Bd.  35;  Kossel,  ibid. 

*  Kossel,  Sitzungsber.  d.  kgl.  Preuss.  Akad.  d.  "Wissensch.,  Bd.  18,  and  Zeitschr.  f. 
phyglol.  Chem.,  Bd.  25 ;  Hedin,  ibid.,  Bd.  22. 
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is  obtained.  Tie  hydrochloride  crystallizes  in  beautiful  lamellated  crystals.' 
It  is  optically  inactive,  dissolves  rather  readily  in  water,  but  is  insoluble  in 
alcohol  and  ether.  Histidin  acts  like  arginin  with  silver  salt  and  alkali. 
Histidin  carbonate  is  precipitated  by  mercuric  chloride  (Kossel). 

The  principle  of  the  preparation  of  these  bases  consists  in  first  precipitat- 
ing all  the  bases  with  phospho-tungstic  acid,  which  leaves  the  amido  acids 
in  solution.  The  precipitate  is  decomposed  in  boiling  water  with  barium 
liydroxide  and  the  bases  obtained  from  the  filtrate  as  silver  combinations. 
In  regard  to  details  we  refer  the  reader  to  the  above-cited  works  of  Dbechsel 
and  Hedin.  Kossel  first  separates  the  histidin  from  the  other  bases  by 
precipitation  with  mercuric  chloride,  but  according  to  more  recent  investi- 
gations Kossel  '  finds  that  the  mercuric  chloride  method  cannot  be  used  as 
a  general  method  of  separating  arginin  from  histidin,  because  one  can  never 
be  sure  whether  or  not  the  histidin  is  not  contaminated  with  argjnin. 
According  to  Kossel  lysin  may  be  readily  prepared  as  a  picrate,  which  is 
obtained  on  adding  an  alcoholic  solution  of  picric  acid  to  a  concentrated 
watery. solution  of  the  free  base.  Arginin  may  be  separated  from  lysin  by 
precipitating  with  silver  sulphate  and  barium  hydroxide. 

'  See  Bauer,  Zeitschr.  f .  physiol.  Chem.,  Bd.  33. 
»  Zeitschr.  f.  physiol.  Chem.,  Bd.  36. 


CHAPTEE  III. 
THE  CARBOHYDRATES. 

We  designate  with  this  name  bodies  which  are  especially  abundant  in 
the  plant  kingdom.  As  the  protein  bodies  form  the  chief  portion  of  the 
solids  in  animal  tissues,  so  the  carbohydrates  form  the  chief  portion  of  the 
dry  substance  of  the  plant  structure.  They  occur  in  the  animal  kingdom 
only  in  proportionately  small  quantities  either  free  or  in  combinations  with 
more  complex  molecules,  forming  compound  proteids.  Carbohydrates  are 
of  extraordinarily  great  importance  as  food  for  both  man  and  animals. 

The  carbohydrates  contain  carbon,  hydrogen,  and  oxygen.  The  last  two 
elements  occur  in  the  same  proportion  as  they  do  in  water,  namely,  2  :  1, 
and  this  is  the  reason  why  the  name  carbohydrates  has  been  given  to  them. 
This  name  is  not  quite  pertinent,  if  strictly  considered;  because  even 
though  we  have  bodies,  such  as  acetic  acid  and  lactic,  which  are  not  carbo- 
hydrates and  still  have  their  oxygen  and  hydrogen  in  the  relationship  to 
iorm  water,  nevertheless  we  also  have  a  sugar  (rhamnose,  C.H^O,)  which 
has  these  two  elements  in  another  proportion.  Heretofore  it  was  thought 
possible  to  characterize  as  carbohydrates  those  bodies  which  contained 
6  atoms  of  carbon,  or  a  multiple,  in  the  molecule,  but  this  is  not  considered 
valid  at  the  present  time.  We  have  true  carbohydrates  containing  less  than 
6  and  also  those  containing  7,  8,  and  9  carbon  atoms  in  the  molecule.  The 
carbohydrates  have  no  properties  or  characteristics  in  general  which  differ- 
entiate them  from  other  bodies;  on  the  contrary,  the  various  carbohydrates 
are  in  many  cases  very  different  in  their  external  properties.  Under  these 
circumstances  it  is  very  difficult  to  give  a  positive  definition  of  carbo- 
hydrates. 

From  a  chemical  standpoint  we  can  say  that  all  carbohydrates  are 
aldehyde  or  ketone  derivatives  of  polyhydric  alcohols.  The  simplest  carbo- 
hydrates, the  simple  sugars  or  monosaccharides,  are  either  aldehyde  or 
ketone  derivatives  of  these  alcohols,  and  the  more  complex  carbohydrates 
seem  to  be  derived  from  these  by  the  formation  of  anhydrides.  It  is  a  fact 
that  the  more  complex  carbohydrates  yidd  two  or  even  more  molecules  of 
the  simple  sagars  when  made  to  undergo  hydrolytic  splitting. 

The  carbohydrates  are  generally  divided  into  three  chief  groups,  namely, 
monosaccharides,  disaccharides,  and  polysaccharides. 

-       I  71  ': 
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Our  knowledge  of  the  carbohydrates  and  their  stnictaral  relationships 
lias  been  very  much  extended  by  the  pioneering  investigations  of  Kiliaki  ' 
and  especially,  those  of  B.  Fischee." 

As  the  carbohydrates  occnr  chiefly  in  the  plant  kingdom  it  is  naturally 
not  the  place  here  to  give  a  complete  discussion  of  the  numerous  carbo- 
hydrates known  up  to  the  present  time.  According  to  the  plan  of  this 
work  it  is  only  possible  to  give  a  short  review  of  those  carbohydrates  which 
occur  in  the  animal  kingdom  or  are  of  special  importance  as  food  for  man 
and  animals. 

Monosaccharides. 

All  varieties  of  sugars,  the  monosaccharides  as  well  as  disaccharides,  ar© 
characterized  by  the  termination  "  ose,"  to  which  a  root  is  added  signifying 
their  origin  or  other  relations.  According  to  the  number  of  carbon  atoms, 
or  more  correctly  oxygen  atoms,  contained  in  the  molecule  the  monosaccha- 
rides are  divided  into  trioses,  tetroses,  pentoses,  hexoses,  heptoses,  and  so  on. 

All  monosaccharides  are  either  aldehydes  or  ketones  of  polyhydric 
alcohols.  The  first  are  termed  aldoses  and  the  other  Tcetoses.  Ordinary 
glucose  is  an  aldose,  while  ordinary  fruit-sugar  (levulose)  is  a  ketose.  The 
difEerence  may  be  shown  by  the  structural  formula  of  these  two  varieties  of 
sugar: 

Glucose    =  OH,(OH).CH(OH).CH(OH).GH(OH).CH(OH).CHO; 
Levulose  =  CH,(OH).CH(OH).CH(OH).CH(OH).CO.CH,(OH). 

A  difEerence  is  also  observed  on  oxidation.  The  aldoses  can  be  con- 
verted into  oxyacids  having  the  same  quantity  of  carbon,  while  the  ketoses 
yield  acids  having  less  carbon.  On  mild  oxidation  the  aldoses  yield  mono- 
basic oxyacids  and  dibasic  acids  on  more  energetic  oxidation.  Thus 
ordinary  glucose  yields  gluconic  acid  in  the  first  case  and  saccharic  acid  in 
the  second. 

Gluconic  acid   =  CH,(OH).[CH(OH)],.000H  ; 
Saccharic  acid  =  C00H.[CH(0H)]..C00H. 

The  monobasic  oxyacids  are  of  the  greatest  importance  in  the  artificial 
formation  of  the  monosaccharides.  These  acids,  as  lactones,  can  be  con- 
verted into  their  respective  aldehydes  (corresponding  to  the  sugars)  by  the 
action  of  nascent  hydrogen.  On  the  other  hand  they  may  be  transformed 
into  stereo-isomeric  acids  on  heating  with  chinolin,  pyridin,  etc.,  and  the 
stereo-isomeric  sugars  may  be  obtained  from  these  by  reduction. 

'  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bdd.  18,  19,  and  30. 

'  See  E.  Fischer's  lecture  :  ' '  Synthesen  in  der  Zuckergruppe, "  Ber.  d.  deutsch.  chem. 
Gesellsch.,  Bd.  23,  S.  2114.  An  excellent  work  on  Carbohydrates  is  ToUen's  "Kurzes 
Handbuch  der  Kohlehydrate,"  Breslau,  Bd.  2,  1895,  and  Bd.  1,  2  Auflage,  1898,  which 
gives  a  complete  review  of  the  literature. 
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Nnmerons  isomers  occar  among  the  moDOsaccharides,  and  especially  in 
the  hexose  group.  In  certain  cases,  as  for  instance  in  glucose  and  ievulose, 
we  are  dealing  with  a  different  constitution  (aldoses  and  ketoses),  but  in 
most  cases  we  have  stereo-isomerism  due  to  the  presence  of  asymmetric 
carbon  atoms. 

The  monosaccharides  are  converted  into  the  corresponding  alcohols  by 
nascent  hydrogen.  Thus  aeabinose,  which  is  a  pentose,  C,H,„0„  is 
transformed  into  the  pentatomic  alcohol,  arabit,  C^Hj^O,.  The  three 
hexoses,  glucose,  letulose,  and  galactose,  C,H„0„  are  transformed 
into  the  corresponding  three  hexites,  sorbite,  majtnite,  and  dulcite,, 
C,H,,0,.  In  these  redactions  a  second  isomeric  alcohol  is  also  obtained  as 
in  the  reduction  of  Ievulose  besides  mannite  also  sorbite.  Inversely,  the 
corresponding  sugars  may  be  prepared  from  polyhydrio  alcohols  by  carefal 
oxidation. 

Similar  to  the  ordinary  aldehydes  and  ketones  the  sugars  may  be  made 
to  take  up  hydrocyanic  acid.  Cyanhydrines  are  thus  formed.  These 
addition  products  are  of  special  interest  in  that  they  make  the  artificial 
preparation  possible  of  sugars  rich  in  carbon  from  sugars  poor  in  carbon. 

As  example,  if  we  start  from  clucose  we  obtain  glucocyanhydrin  on  the  addition  of  hy- 
drocyanic acid :  CH,(OH). [CH(dH)]4.C0H+HCN= CHj(OH). [CH(0H)]4.CH(0H). CN. 
On  the  saponification  of  glucocyanhydrin  the  corresponding oxyacid  is  formed:  CHa(OH). 
[CH(OH)]4.CH(OH).CN  +  2HsO  =  CH,(OH).[CH(OH)]4.CHtOH)COOH  +  NHs.  By 
the  action  of  nascent  hydrogen  on  the  lactone  of  this  acid  we  obtain  glucoheptose, 
C,H,.0,. 

The  monosaccharides  give  the  corresponding  oximes  with  hydroxylamin ; 
thus  glucose  yields  glucosoxime,  CH,(OH).  [CH(OH)]..CH  :  N.OH.  These 
combinations  are  of  importance  on  account  of  the  fact,  as  found  by 
WoHL,'  that  they  are  the  starting-point  in  the  building  up  of  varieties  of 
sugars,  namely,  the  preparation  of  sugars  poor  in  carbon  from  those  rich  in 
carbon. 

The  monosaccharides  are  strong  reducing  bodies,  similar  to  the  alde- 
hydes. They  reduce  metallic  silver  from  ammoniacal  silver  solutions,  and 
also  several  metallic  oxides,  such  as  copper,  bismuth,  and  mercury  oxides, 
on  warming  their  alkaline  solutions.  This  property  is  of  the  greatest, 
importance  in  their  detection  and  quantitative  estimation. 

The  behavior  of  the  sugars  to  phenylhydrazin  acetate  is  of  special 
importance.  Their  watery  solutions  first  yield  htdrazones  with  phenyl- 
hydrazin acetate,  and  then  osazones  on  lengthy  warming  in  the  water- 
bath.     The  reaction  takes  place  as  follows : 

(a)  CH,(0H).[0H(OH)],.CH(OH).CHO  +  H,N.NH.C.H. 

=  CH,(OH).[CH(OH)]s.CH(OH)CH  :  N.NH.C.H.  -f  H,0. 
Phenylglucoshydrazon 

'  Ber.  d.  deutaoh.  chem.  Gesellsch.,  Bd.  36.  8.  730. 
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(6)  CHa(OH)[CH(OH)],.CH(OH).CH  :  N.NH.C.Ha  +  HaN.NH.CH, 
=  CH,(OH).[CH(OH)]s.C  .  CH  :  N.NH.C.H. 

N.NH.C.H.  +  HjO  +  Ha. 
Phenylglucosazon 

The  hydrogen  is  not  evolved,  but  acts  on  a  second  molecule  of  phenylhydrazin  and 
splits  it  into  anilln  and  ammonia  : 

H2N.NH.C.H5  +  H,  =  H.N.CeHs  -1-  NHa. 

The  osazones  are  yellow  crystalline  combinations,  which  differ  from 
each  other  in  melting-point,  solubility,  and  optical  properties,  and  hence 
have  received  great  importance  in  the  characterization  of  certain  sugars. 
They  have  also  become  of  extraordinarily  great  importance  in  the  stady  of 
the  carbohydrates  for  other  reasons.  Thus  they  are  a  very  good  means  of 
precipitating  sugars  from  solution  in  which  they  occur  mixed  with  other 
bodies,  and  they  are  of  the  greatest  importance  in  the  artificial  preparation 
of  sugars. 

On  cleavage,  by  the  short  action  of  gentle  heat  and  fuming  hydrochloric 
acid,  the  osazones  yield  phenylhydrazin  hydrochloride  and  so-called  OSONES, 
bodies  which  are  ketoaldehydes : 

CH,(OH).[CH(OH)],.O.CH:  N.NH.C.H, 

N.NH.C.H.        +  2H,0  +  2HC1 
=  20.H..NH.NH,.H01  +  CH,(OH).|:CH(OH)]..CO.CHO. 

Osone 

The  ketoses  are  obtained  from  the  osones  by  reduction  with  zinc  dust 
and  acetic  acid : 

OH,(OH).[CH(OH)],OO.CHO  -f-  2H 

=  OH,(OH).[CH(OH)]..CO.CH,(OH). 

If  we  start  with  an  aldose,  we  do  not  get  the  same  sugar  back  again,  but 
an  isomere  ketose,  and  in  this  way  we  can  convert  glucose  into  levulose. 

We  can  also  pass  from  the  osazones  to  the  corresponding  sugars 
(ketoses)  in  other  ways,  namely,  by  direct  reduction  of  the  osazones  with 
acetic  acid  and  zinc  dust.  The  corresponding  osamin  is  first  formed,  and 
then  on  treating  with  nitrous  acid  a  ketose  is  obtained: 

CH,(OH).[CH(OH)],.C.CH  :  N.NH.C.H. 

N.NH.C.H.  +  H,0  -f  4H  = 

Fhenylglucosazon 

CH,(OH).[CH(0H)]..C0.0H,(NHJ  +  C.H..NH.NH,  -f  C.H..NH, 

Isoglucosamin 

and 

CH,(OH).[CH(OH)],.CO.CH,(NHJ  +  HNO, 

=  CH.(OH).[CH(OH)],.CO.OH,(OH)  +  N,  +  H,0. 

Levulose 
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From  what  lias  been  stated  we  see  that  there  are  various  ways  of  prepar- 
ing sugars  artificially.  They  may  be  prepared  (1)  by  the  careful  oxidation 
of  the  polyhydric  alcohols;  (3)  reduction  of  the  corresponding  monobasic 
oxyacids ;  (3)  splitting  of  the  osazone  with  hydrochloric  acid  and  a  reduction 
of  the  osone ;  (4)  direct  reduction  of  the  osazone  and  treating  the  osamin 
with  nitrous  acid;  (5)  syntheses  from  combinations  poor  in  carbon  (see 
syntheses  of  the  hexoses). 

The  isoglucosiimin  prepared  in  the  above  manner  from  phenylglucosazon  is  isomeric 
■  with  another  glucosamin,  which  may  be  obtained  by  the  cleavage  of  chitin  (see  Chapter 
XVI)  with  hydrochloric  acid.  Both  glucosamins  give  crystalline  salts  and  have  re- 
ducing iiclions.  The  glucosamin  (from  chitiu)  gives  a.  dextro-rotatory,  non-fermentable 
sugar  with  nitrous  acid,  while  isoglucosamin  gives  levulose.  E.  Fischer  is  of  the 
opinion  that  glucosamin  is  derived  from  dextrose,  and  isoglucosamin  from  levulose. 

Many  varieties  of  sugar  form  crystalline  combinations,  which  may  be  considered  as 
osamins,  with  ammonia,  when  they  are  dissolved  in  ammoniacal  methyl  alcohol  (Lobrt 
DE  Bbtjyn).'  Tbey  give  no  salts  with  acids,  and  differ  from  the  other  known  isomeric 
osamins  in  this  respect. 

As  shown  by  E.  Fischee  and  his  pupils  '  the  aldoses  (also  pentoses),  as 
well  as  ketoses,  may  enter  into  an  ethereal  combination  with  alcohols  in  the 
presence  of  hydrochloric  acid.  These  combinations  are  called  GLUCOSIDEs. 
Such  glucosides  have  not  only  been  obtained  with  aliphatic  alcohols,  but  also 
with  benzyl  alcohol,  polyvalent  phenols,  and  oxyacids.  The  more  compli- 
cated carbohydrates  may,  accoi-ding  to  Fischer,  be  considered  as  glucosides 
of  the  sugar.  Thus  maltose  is  the  glucoside  and  lactose  the  galactoside  of 
grape-sugar. 

By  the  action  of  alkalies,  even  in  small  amounts,  as  also  of  alkaline  earths 
and  lead  hydroxide,  a  reciprocal  transformation  of  the  sugars,  such  as 
glucose,  levulose,  and  mannose,  may  take  place  (Lobrt  be  Bruyn  and 
Albeeda  vak  Ekensteik).' 

Two  other  sugars,  amoDg  them  two  ketoses,  are  produced  by  the  action  of  potash  or 
soda  on  each  of  the  three  sugars,  glucose,  levulose,  and  galactose.     For  example,  from 

flucose  two  ketoses,  levulose  and  pseudolevulose,  are  produced,  also  mannose  and  a  non- 
ermentable  suaar,  glutose.     From  galactose  are  formed  talose  and  galtose,  besides  two 
ketoses,  tagatose  and  pseudotagatose. 

The  monosaccharides  are  colorless  and  odorless  bodies,  neutral  in  reac- 
tion, with  a  sweet  taste,  readily  soluble  in  water,  generally  soluble  with 
difficulty  in  absolute  alcohol,  and  insoluble  in  ether,  and  some  of  which 
crystallize  well  in  the  pure  state.  They  are  optically  active,  some  laevo- 
rotatory  and  others  dextro-rotatory;  but  there  are  also  optically  inactive 
modifications  (racemic),  which  are  formed  from  two  optically  opposed  com- 
ponents. 

'  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  28,  S.  3083,  and  Chem.  Centralbl.,  1896, 
Bd.  2. 

=  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bdd.  36,  37,  28. 

»  Ber.  d.  deuUch.  chem.  Gesellsch.,  Bd.  28,  S.  3078 ;  Bull.  soc.  chim.  de  Paris  (3), 
Tome  15  :  Chem.  Centralbl..  1896.  2,  and  1897,  2. 
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We  designate  the  optical  activity  of  the  carbohyiirates  with  the  letter  1- 
for  Iffivogyrate,  d-  for  dextrogyrate,  and  i-  for  inactive.  These  are  only 
partly  usefal.  Thas  dextro-rotatory  glucose  is  designated  d-glacose,  Isevo- 
rotatory  1-glacose,  and  the  inactive  i-glucose.  Emil  Fischer  has  used  these 
signs  in  another  sense.  He  designates  by  these  signs  the  homogeneonsness 
of  the  various  kinds  of  sugars  instead  of  their  optical  activity.  For  exam- 
ple, he  does  not  designate  the  Isevo-rotatory  levulose  1-levulose,  but 
d-levulose,  showing  its  close  relation  to  dextro-rotatory  d-glucose.  This 
designation  is  generally  accepted,' and  the  above-mentioned  signs  only  show 
the  optical  properties  in  a  few  cases. 

Specific  rotation  means  tbe  rotation  in  degrees  produced  by  1  gm.  substance  dissolved 
in  1  cc.  liquid  placed  in  a  tube  1  d.cm.  long.  The  reading  is  ordinarily  made  at 
-|-  20°  C.  and  with  a  homogeneous  sodium  light.  The  sp.  rotation  with  this  light  is  repre- 
sented by  a(D),  and  is  expressed  by  the  following  formula  :  oc(D)  =  ± in   which  a 

p.l 
represents  the  reading  of  degrees,  1  the  length  of  the  tube  in  decimetres,  and  p  the  weight 
of  substance  iu  1  cc.  of  the  liquid.     Inversely  the  per  cent  P  of  substance  can  be  calcu- 
lated, when  the  specific  rotation  is  known,  by  the  formula  P  =  — —,  In  which  s  repre- 
sents the  known  specific  rotation. 

A  freshly  prepared  sugar  solution  often  shows  another  rotation  from  when  it  is  allowed 
to  stand  for  some  time.  If  tbe  rotation  gradually  diminishes,  this  is  called  birotation,  while 
a,g"adual  increase  in  the  rotation  is  called  half-rotation,  The  birotation  and  half-rota- 
tion may  be  immediately  abolished  by  the  addition  of  very  little  ammonia  (1  p.  m.). 
C.  ScHTJLTZE  and  Tollbns.' 

The  change  iu  the  rotation  constant  and  the  dependence  of  this  upon  the  concentra- 
tion and  temperature  of  the  solution  depends,  according  to  Tanrbt'^  upon  the  fact  that 
there  exist  three  different  modifications  of  each  sugar  (that  has  been  examined),  each  of 
which  with  equal  molecular  size  has  its  own  rotation  property  and  its  own  solubility  and 
can  be  converted  into  other  modifications. 

Many  monosaccharides,  but  not  all,  ferment  with  yeast,  and  it  has  been 
shown  that  only  those  varieties  of  sugar  containing  3,  6,  or  9  atoms  of 
carbon  in  the  molecule  are  fermentable  with  yeast.  Still  amongst  the 
hexoses  we  find  exceptions,  namely,  a  few  artificially  prepared  hexoses  do 
not  ferment  with  yeast.  Various  kinds  of  schizomycetes  cause  a  different 
fermentation,  such  as  lactic  and  butyric  acid  fermentation  and  mucilaginous 
fermentation. 

B.  Fischek'  has  shown  that  the  restricted  action  of  yeast  on  only 
certain  varieties  of  sugar  is  very  probably  in  close  connection  with  the 
stereometric  configuration  of  the  sugars.  The  active  protein  substances  of 
the  yeast,  which  are  asymmetrically  built,  only  act  on  those  varieties  of  sugar 
whose  geometric  structure  is  similar  to,  or  at  least  not  very  different  from, 
the  ferment.  The  same  is  true  also  for  the  action  of  inverting  enzymes  on 
polysaccharides  and  glucosides. 

'  Annal.  d.  Chem.  ti.  Pharm.,  Bd.  271. 

=  Compt.  rend.,  Tomes  120  and  123  ;  Bull.  soc.  chim.  (3),  Tomes  13  and  15. 

'  Ber.  d.  deutsch.  chem.  Gesellsch. ,  Bd.  27.  The  behavior  of  various  sugars  with 
pure  yeast  and  the  conditions  for  their  fermentation  has  been  studied  by  E.  Fischer  and 
H.  Thierf  elder,  iUd.,  Bdd.  27  and  28. 
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The  simple  varieties  of  sugar  occnr  in  part  in  nature  as  such  already 
Jormed,  which  is  the  case  with  both  of  the  very  important  sugars,  grape- 
sugar  and  levulose.     They  also  occur  in  great  abundance  in  nature  as  more 
complex  carbohydrates  (di-  and  polysaccharides) ;  also  as  ester  combinations  , 
with  different  substances,  as  so-called  glucosides. 

Among  the  groups  of  monosaccharides  known  at  the  present  time,  those 
containing  less  than  five  and  more  than  six  carbon  atoms  in  the  molecule 
have  no  great  importance  in  zoo-chemistry,  although  they  are  of  high 
scientific  interest.  Of  the  other  two  groups  the  hexoses  are  of  the  greatest 
importance,  because  in  the  past  only  those  carbohydrates  with  six  carbon 
atoms  were  considered  as  true  carbohydrates.  As  the  pentoses  have  been 
the  subject  of  zoo-chemical  investigations  of  late,  they  will  also  be  given  in 
short. 

Pentoses  (CHi.Ob). 

As  a  rule  the  pentoses  do  not  occur  as  such  in  nature,  but  are  formed  in 
the  hydrolytic  splitting  of  several  more  complex  carbohydrates;  the  so-called 
pentosanes,  especially  on  boiling  gums  with  dilute  mineral  acids.  They  exist 
very  widely  distributed  in  the  plant  kingdom,  and  are  especially  of  great 
importance  in  the  building  up  of  certain  plant  constituents.  They  have 
only  thus  far  been  found  in  exceptional  cases  in  animals.  Salkowski  and 
Jasteowitz  have  found  a  pentose  in  the  urine  of  a  person  addicted  to  the 
morphine  habit,  and  Salkowski  subsequently  found  it  in  two  similar  cases. 
Small  quantities  of  pentoses  have  been  detected  in  many  cases  by  KiJLZ  and 
VoGEL '  in  the  urine  of  diabetics,  as  also  in  dogs  with  pancreas  diabetes  or 
phlorhizin  diabetes.  Pentose  also  has  been  found  by  the  author  amongst 
the  cleavage  products  of  a  nucleoproteid  obtained  from  the  pancreas,  and 
seems  also,  according  to  the  observations  of  Blumenthal,"  to  be  a  constit- 
uent of  nucleoproteids  of  various  organs  such  as  the  thymus,  thyroid,  brain, 
spleen,  and  liver. 

The  pentoses  seem  to  be  of  importance  as  food  for  herbivorous  animals. 
Salkowski  and  Ckemee'  have  shown  that  the  pentoses  xylose,  arabinose, 
and  rhainnose  are  assimilated  by  rabbits  and  hens,  and  that  these  animals 
utilize  the  pentoses,  and  even  form  glycogen  therefrom.  The  pentoses  seem 
to  be  absorbed  by  human  beings  and  to  be  utilized  in  part.  They  pass 
readily  into  the  urine.' 

'  Salkowski  and  Jastrowitz,  Centralbl.  f.  d.  med.  Wissensch.,  1893,  S.  337  and  593  ; 
Salkowski,  Berl.  klin.  W^ochenschr.,  1895 ;  Ktllz  and  Vogel,  Zeitschr.  f.  Biologie, 
Bd.  32. 

^  Hammarsten,  Zeitschr.  f.  physiol.  Cliem.,  Bd.  19;   also  Salkowski,  Berl.  klin. 
■Wochensclir.,  1895  ;  Blumenthal,  Zeitschr.  f.  klin.  Med.,  Bd.  34. 

»  Salkowski,  1.  c.  Centralbl.  ;  Cremer,  Zeitschr.  f.  Biologie,  Bd.  29. 

<;See  Ebstein,  Virchow's  Arch.,  139  ;  ToUens,  Bcr.  d.  deutsch.  chem.  Gesellsch.,  Bd. 
:29,  8.  1208;  Cremer,  1.  c;  Lindemann  and  May,  Deutsch.  Arch.  f.  klin.  Med.,  Bd.  56. 


78  THE  CARBOHYDRATES. 

The  pentoses  are  non-fermentable,  redacing  aldoses.  On  heating  with 
sulphuric  or  hydrochloric  acids  they  yield  fnrfurol,  but  no  levulinic  acid. 
The  furfnrol  passing  over  on  distilling  with  hydrochloric  acid  may  not  only 
be  used  in  the  detection  (with  aniline  acetate  paper  which  is  colored  red 
with  furfnrol),  but  also  in  the  quantitative  estimation  of  pentoses  (or 
pentosanes).  On  warming  with  hydrochloric  acid  containing  phloroglacin 
a  beautiful  red  solution  is  the  result,  and  this  solution  gives  a  sharply 
defined  absorption  band  on  the  right  of  the  sodium  line.  The  most 
important  pentoses  are  aeabinose  and  xylose. 

Arabinose  (dextro-rotatory  arabinose,  pectin  sugar)  is  obtained  on  boil- 
ing gum  arabic  or  cherry-gum  with  2^  sulphuric  acid.  It  crystallizes,  has 
a  sweet  taste,  melts  at  about  160°,  and  is  strongly  dextro-rotatory  a(T))  = 
+ 104-105°.  Its  osazon  melts  at  157-158°  C,  and  10  c.  c.  Fbhling's. 
solution  is  reduced  by  43  milligrams  arabinose.  The  artificially  prepared 
leevogyrate  arabinose  as  well  as  the  optically  inactive  arabinose  are  known. 

Xylose  (wood  sugar).     This  body  is  obtained  with  the  previous  stereo- 

isomeric  pentose  on  boiling  wood  gums  with  dilute  acids.     It  forms  crystals 

melting  at    153-154°  C,  which  are  very  soluble   in  water  but  difficultly 

soluble  in  alcohol.     It  has  a  sweet  taste,  is  feebly  dextro-rotatory,  «(D)  = 

+  18.1°,  and  gives  an  osazon  which  melts  at  159-160°  C. 

Amongst  the  pentoses  we  have  ribose,  obtained  on  the  reduction  of  the  lactone  of 
ribonic  acid,  which  is  produced  from  arobonic  acid.  Rhamnose,  which  used  to  be  called 
isodulcite,  is  a  methylpentose,  CaHuOs,  and  is  obtained  from  different  glucosides 
(quercitin,  xanthorhamnin,  etc.). 

Hexoses  (C,H„0,). 

\EJie  most  important  and  best-known  simple  sugars  belong  to  this  group, 
and  the  remaining  bodies  considered  as  carbohydrates  (with  the  exception 
of  arabinose  and  inosite)  are  anhydrides  of  this  group.  Certain  hexoses, 
such  as  dextrose  and  levulose,  occur  in  nature  already  formed,  while  others 
are  produced  by  the  hydrolytic  splitting  of  other  more  complicated  carbo- 
hydrates or  glucosides.  Others,  such  as  mannose  or  galactose,  are  formed 
by  the  hydrolytic  cleavage  of  natural  products;  while  some,  on  the  contrary, 
such  as  gulose,  talose,  and  others,  are  obtained  only  by  artificial  means. 

All  hexoses,  as  also  their  anhydrides,  yield  levulinic  acid,  0^11,0,,. 
besides  formic  acid  and  humus  substances,  on  boiling  with  dilute  mineral 
acids.  Some  of  the  hexoses  are  fermentable  with  yeast,  while  the  artificially 
prepared  hexoses  do  not,  or  at  least  only  with  great  difiBculty  and  incom- 
pletely. 

Some  hexoses  are  aldoses,  while  others  are  ketoses.  Belonging  to  the 
first  group  we  have  man^nose,  glucose,  gulose,  galactose,  and  talose, 
and  to  the  other  levulose,  and  possibly  also  soebinosb.  We  difEerentiate 
also  between  the  d,  1,  and  i  modifications,  for  instance,  d-,  1-,  and 
i-glucose ;  hence  the  number  of  isomers  is  very  great. 
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The  most  important  syntlieBes  of  the  carbohydrates  have  been  made  by 
E.  FisCHEE  and  his  pupils  chiefly  within  the  members  of  the  hexose  group. 
A  sliort  summary  of  the  syntheses  of  hexoses  is  given  below. 

The  first  artificial  preparation  of  glucose  was  made  by  Butlekow.  On  treating 
trioxymelliylen,  a  polymer  of  formaldehyde,  with  lime-water  he  obtained  a  faintly 
sweetish  sirup  called  meihylenitan.  Lobw  '  later  obtained  a  mixture  of  several  sugars, 
from  which  he  isolated  a  fermentable  sugar,  called  met?iose,  by  coudensation  of 
formaldehyde  in  the  presence  of  bases.  The  most  important  and  comprehensive  syn- 
theses of  sugar  have  been  preformed  by  E.  Fischer.'' 

The  starting-point  of  these  syntheses  is  a-acrose,  which  occurs  as  a  condensation  prod- 
uct of  formaldehyde.  The  name  a-acrose  has  been  given  to  this  body  because  it  is 
obtained  from  acrolein  bromide  by  the  action  of  bases  (Fischer).  It  is  also  obtained 
admixed  with  /S-acroae  on  the  oxidation  of  glycerin  with  bromine  in  the  presence  of 
sodium  carbonate,  and  treating  the  resulting  mixture  with  alkali.  On  the  oxidation  with 
bromine  a  mixture  of  glycerin  aldehyde,  CHjOH.CH(OH).CHO  and  dioxyacetone, 
CH5(OH).CO.CHjOH,  is  obtained.  These  two  bodies  may  be  considered  as  true  sugar- 
glyceroses  or  trioses.  It  seems  as  if  a  condensation  to  hexoses  takes  place  on  treatment 
with  alkalies. 

a-acrose  may  be  isolated  from  the  above  mixture  and  obtained  pure  by  first  convert- 
ing it  into  its  osazon  and  then  retransforming  this  into  the  sugar.  a:-acrose  is  identical 
with  i-levulose.  With  yeast  one  half,  the  Isevogyrate  d-levulose  ferments,  while  the  dex- 
trogyrate 1-levulose  remains.     The  i-  and  1-levulose  may  be  prepared  in  this  way. 

On  the  reduction  of  a-acrose  we  obtain  a-acrit,  which  is  identical  with  i-mannite. 
On  oxidation  of  i-maunite  we  obtain  i-mannose,  from  which  only  ]-mannose  remains  on 
fermentation.  On  further  oxidation  of  i-maiinose  it  yields  i-mannonic  acid.  The  two 
active  mannonic  acids  may  be  separated  from  each  other  by  the  fractional  crystallization 
of  their  strychnin  or  morphin  salts.  The  two  corresponding  mannoses  may  be  obtained 
from  these  two  acids,  d-  and  1-mannonic  acids,  by  reduction. 

d-levulose  is  obtained  from  d-mannose  by  the  method  given  on  page  74,  using  the 
osazon  as  an  intermediate  step.  The  d-  and  1-mannonic  acids  are  partly  converted  into 
d-  and  1-glucouic  acid  on  heating  with  chinolin,  and  d-  or  1-glucose  is  obtained  on  the 
reduction  of  these  acids.  1-glucose  is  best  prepared  from  1-arabinose  by  means  of  the 
cyanhydrin  reaction,  using  1-gIuconic  acid  as  the  intermediate  step.  The  combination 
of  1-  and  d-gluconic  acid,  forming  i-gluconic  acid,  yields  i-ghicose  on  reduction. 

The  artificial  preparation  of  sugars  by  means  of  condensation  of  formaldehyde  haa 
received  special  interest  because,  according  to  Baeyer's  assimilation  hypothesis  of  plants; 
formaldehyde  is  first  formed  by  the  reduction  of  carbon  dioxide,  and  the  sugars  are  pro- 
duced by  the  condensation  of  this  formaldehyde.  Bokorny  '  has  shown,  by  speciad  ex- 
periments on  algaj  Spirogyra,  that  formaldehyde  sodium  sulphite  was  split  by  the  living 
algae  cells.  The  formaldehyde  set  free  is  immediately  condensed  to  carbohydrate  and 
precipitated  as  starch. 

Among  the  hexoses  known  at  the  present  time  only  dextrose,  levnlose, 
and  galactose  are  really  of  physiological  chemical  interest;  therefore  the 
other  hexoses  will  only  be  incidentally  mentioned. 

Dextrose  (d-glucose),  gltcose,  grape-sugar,  and  diabetic  sugar, 
occurs  abundantly  in  the  grape,  and  also,  often  accompanied  with  levulose 
(d-fructose),  in  honey,  sweet  fruits,  seeds,  roots,  etc.  It  occurs  in  the 
intestinal  tract  during  digestion,  also  in  small  quantities  in  the  blood  and 
lymph,  and  as  traces  in  other  animal  fluids  and  tissues.  It  only  occurs  as 
traces  in  urine  under  normal  conditions,  while  in  diabetes  the  quantity  is 
very  large.     It  is  formed  in  the  hydrolytic  cleavage  of  starch,  dextrin,  and 

'  Butlerow,  Ann.  d.  Chem.  u.  Pharm.,  B.  120;  Compt.  rend.,  53;  O.  Loew,  Journ. 
f.  prakt.  Chem.  (N.  F.),  Bd.  33,  and  Ber.  d.  deutsch.  chera.  Gesellsch.,  Bdd.  20,  21,  22. 
'  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  21,  and  1.  c,  page  72,  this  book. 
'  Biolog.  Centralbl.,  Bd.  12,  S.  321  and  481. 
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other  compoand  carbohydrates,  as  also  in  the  splitting  of  glncosides.  That 
dextrose  can  be  formed  from  proteids  in  the  animal  body  follows  from 
several  observations  and  especially  by  the  experience  in  severe  forms  of 
diabetes. 

Properties  of  Dextrose.  Dextrose  crystallizes  sometimes  with  1  mol. 
■water  of  crystallization  in  warty  masses  or  small  leaves  or  plates,  and  some- 
times when  free  from  water  in  needles.  The  sugar  containing  water  of 
crystallization  melts  even  below  100°  C.  and  loses  its  water  of  crystallization 
at  110°  0.  The  anhydrous  sugar  melts  at  146°  C,  and  is  converted  into 
glucosan,  C,H,„0„  at  170°  C.  with  the  elimination  of  water.  On  strongly 
heating  it  is  converted  into  caramel  and  then  decomposed. 

Grrape-sngar  is  readily  soluble  in  water.  This  solation,  which  is  not  as 
sweet  as  a  cane-sugar  solution  of  the  same  strength,  is  dextrogyrate  and 
shows  strong  birotation.  The  specific  rotation  is  somewhat  dependent  upon 
■concentration  of  the  solution,  but  the  specific  rotation  of  a  watery  solation 
of  1-15^  anhydrous  dextrose  at  -|-  20°  C.  may  be  considered  as  -|-  52°. 6. 
Dextrose  dissolves  sparingly  in  cold,  but  more  freely  in  boiling  alcohol. 
100  parts  alcohol  of  sp.  gr.  0.837  dissolves  1.95  parts  anhydrons  glucose  at 
+  17°.  50.  and  27.7  parts  at  the  boiling  temperature  (Anthost').  Glucose 
is  insoluble  in  ether. 

In  regard  to  the  modifications  of  dextrose,  their  solubilities  and  specific  rotation,  see 
Tanket  (1.  c.) 

If  an  alcoholic  caustic-alkali  solution  is  added  to  an  alcoholic  solution  of 
glucose,  an  amorphous  precipitate  of  insoluble  alkali  compound  is  formed. 
On  warming  this  compound  it  decomposes  easily  with  the  formation  of  a 
jellow  or  brownish  color,  which  is  the  basis  of  Mooee's  test.  Dextrose 
forms  also  compounds  with  lime  and  baryta. 

Mooee's  Test.  If  a  glucose  solution  is  treated  with  about  J  of  its 
volume  of  caustic  potash  or  soda  and  warmed,  the  solution  becomes  first 
yellow,  then  orange,  yellowish  brown,  and  lastly  dark  brown.  It  has  at  the 
same  time  a  faint  odor  of  caramel,  and  this  odor  is  more  pronounced  on 
acidification." 

Glucose  forms  many  crystallizable  combinations  with  NaCl,  of  which 
the  easiest  to  obtain  is  (0,Hj,0,),.]S"aCl  +  H,0,  which  forms  large  colorless 
■six-sided  double  pyramids  or  rhomboids  with  13.40^  NaCl. 

Glucose  in  neutral  or  very  faintly  acid  (by  an  organic  acid)  solation 
passes  into  alcoholic  fermentation  with  beer-yeast,  C,H„0,  =  20,11^.011 
-1-  200,.  Besides  the  alcohol  and  carbon  dioxide  there  are  formed,  espe- 
cially  at   higher   temperatures,    small   quantities   of  homologous   alcohols 

'  Cited  from  Tollens'  Handbuch. 

s  In  regard  to  the  products  formed  in  this  reaction,  see  Framm,  Pfluger's  Arch.,  Bd. 
SA,  and  especially  Gaud,  Compt.  rend..  Tome  119. 
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{amyl-aloohol),  glycerin,  and  succinic  acid.  In  the  presence  of  acid  milk 
or  cheese  the  grape-sugar  passes,  especially  in  the  presence  of  a  base  such 
as  ZnO,  or  CaCO, ,  into  lactic-acid  fermentation.  The  lactic  acid  may  then 
further  pass  into  butyric-acid  fermentation:  20,11,0,  =  C,HjO, -f  2C0, 
+  4H. 

Grape-sugar  reduces  several  metallic  oxides,  such  as  copper  oxide 
bismuth  oxide,  mercuric  oxide,  in  alkaline  solutions,  and  the  most  impor- 
tant reactions  for  sugar  are  based  on  this  fact. 

Thommek's  test  is  based  on  the  property  that  glucose  possesses  of 
reducing  copper-hydrated  oxide  in  alkaline  solution  into  suboxide.  Treat 
the  glucose  solution  with  about  -^-J  vol.  caustic  soda  and  then  carefully  add 
a  dilute  copper-sulphate  solution.  The  copper-hydrated  oxide  is  thereby 
dissolved,  forming  a  beautiful  blue  solution,  and  the  addition  of  copper 
salphate  is  continued  until  a  very  small  amount  of  hydrate  remains  undis- 
solved in  the  liquid.  This  is  now  warmed  and  a  yellow  hydrated  snboxide 
or  red  snboxide  separates  even  below  the  boiling-point.  If  too  little  copper 
salt  has  been  added,  the  test  will  be  yellowish  brown  in  color  as  in  Mooeb's 
test;  but  if  an  excess  of  copper  salt  has  been  added,  the  excess  of  hydrate  is 
converted  on  boiling  into  a  dark -brown  hydrate  which  interferes  with  the 
test.  To  prevent  these  difBculties  the  so-called  Fehling's  solution  may  be 
employed.  This  reagent  is  obtained  by  mixing  before  use  equal  volumes  of 
an  alkaline  solution  of  Eochelle  salt  and  a  copper-sulphate  solution  (see 
Quantitative  Estimation  of  Sugar  in  the  Urine  in  regard  to  concentration). 
This  solution  is  not  reduced  or  noticeably  changed  by  boiling.  The  tartrate 
holds  the  excess  of  copper  oxyhydrate  in  solution,  and  an  excess  of  the 
reagent  does  not  interfere  in  the  performance  of  the  test.  In  the  presence 
of  sugar  this  solution  is  reduced. 

Bottgee-Almen's  test  is  based  on  the  property  glucose  possesses  of 
reducing  bismuth  oxide  in  alkaline  solution.  The  reagent  best  adapted  for 
this  purpose  is  obtained,  according  to  Nylandee's  '  modification  of 
Almen's  original  test,  by  dissolving  4  grms.  Eochelle  salt  in  100  parts  lOj^ 
caustic-soda  solution  and  adding  3  grms.  bismuth  subnitrate  and  digesting 
on  the  water-bath  until  as  much  of  the  bismuth  salt  is  dissolved  as  possible. 
If  a  glucose  solution  is  treated  with  about  -j^,^  vol.,  or  with  a  larger  quantity 
of  the  solution  when  large  quantities  of  sugar  are  present,  and  boiled  for  a 
few  minutes,  the  solution  becomes  first  yellow,  then  yellowish  brown,  and 
lastly  nearly  black,  and  after  a  time  a  black  deposit  of  bismuth  (?)  settles. 

The  property  of  dextrose  of  reducing  an  alkaline  solution  of  mercury  on 
boiling  is  the  basis  of  Knapp's  reaction  with  alkaline  mercuric  cyanide  and 
of  Sachssb's  reaction  with  an  alkaline  potassium -mercuric  iodide  solution. 

On  heating  with  phenylhydeazin  acetate  a  dextrose  solution  gives  a 

'  Zeitschr.  f.  pbysiol.  Clicm.,  Bd.  8. 
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precipitate  consisting  of  fine  yellow  crystalline  needles  which  are  nearly 
insoldhle  in  water  but  soluble  in  boiling  alcohol,  and  which  separate  again 
on  treating  the  alcoholic  solution  with  water.  The  crystalline  precipitate 
consists  of  plienylglucosazone.  This  compound  melts  when  pure  at  204- 
205°  C. 

Glucose  is  not  precipitated  by  a  lead-acetate  solution,  but  is  almost 
completely  precipitated  by  an  ammoniacal  basic  lead-acetate  solution.  On 
warming  the  precipitate  becomes  flesh-color  or  rose-red  (Eubnek's 
reaction '). 

If  a  watery  solution  of  grape-sugar  is  treated  with  bekzoyl-ciilobide 
and  an  excess  of  caustic  soda,  and  shaken  until  the  odor  of  benzoylchloride 
has  disappeared,  a  precipitate  of  benzoic-acid  ester  of  glucose  will  be  pro- 
duced, which  is  insoluble  in  water  or  alkali  (Baumank"). 

If  ^-1  c.c.  of  a  dilute  watery  solution  of  glucose  is  treated  with  a  few 

drops  of  a  15^  alcoholic  solution  of  a-napMhol,  the  liquid  is  colored  a 

beautiful  violet  on   the  addition  of  1-2  c.c.  concentrated  sulphuric  acid 

(MOLISCH ').     This  reaction  depends  on  the  formation  of  furfurol  from  the 

sugar  by  the  action  of  the  sulphuric  acid. 

DiAZOBBNzoL-suLPHONic  ACID  gives  with  a  dextrose  solution  made  alkaline  with  a 
fixed  alkali  a  red  color,  after  10-15  minutes  gradually  changing  to  violet.  Orthonitro- 
PHENYL-PROPiOLic  ACID  yields  Indigo  when  boiled  with  a  small  quantity  of  sugar  and 
sodium  carbouaie,  and  this  is  converted  into  indigo-while  by  an  excess  of  sugar.  An 
alkaline  solution  of  grape-sugiir  is  colored  deep  red  on  being  warmed  with  a  dilute  solu- 
tion of  PICRIC  ACID. 

A  more  complete  description  as  to  the  performance  of  these  several  tests 
will  be  given  in  detail  in  a  subsequent  chapter  (on  the  urine). 

Dextrose  is  prepared  pure  by  inverting  cane-sugar  by  the  following 
simple  method  of  Soxhlet  and  Tollens,  being  a  modiflcatipn  of 
ScHWARz's '  method : 

Treat  12  litres  90^  alcohol  with  480  c.c.  fuming  hydrochloric  acid  and 
warm  to  45-50°  C. ;  gradually  add  4  kilos  powdered  cane-sugar,  and  allow 
to  cool  after  2  hours,  when  all  the  sugar  will  have  dissolved  aud  been 
inverted.  To  incite  crystallization,  some  crystals  of  anhydrous  dextrose  are 
added,  and  after  several  days  the  crystals  are  sucked  dry  by  the  air-pump, 
washed  with  dilute  alcohol  to  remove  hydrochloric  acid,  and  crystallized 
from  alcohol  or  methyl  alcohol.  According  to  Tolleks  it  is  best  to  dissolve 
the  sugar  in  one  half  its  weight  of  water  on  the  water-bath  and  then  add 
double  this  volume  of  90-95$^  alcohol. 

In  detecting  dextrose  in  animal  fluids  or  extracts  of  tissues  we  may 
make  use  of  the  above-mentioned  reduction  tests,  the  optical  determination, 

'  Zeitsclir.  f.  Biologie,  Bd.  30. 

'  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  19  :  also  Kueny,  Zeitschr.  f.  physiol.  Cliem., 
Bd.  14. 

*  Monatshefte  f.  Chem.,  Bd.  7,  and  Centralbl.  f.  d.  raed.  Wissensch.,  1887,  S.  34 
and  49. 

*  Tollens'  Handbuch  der  Kohlehydrate,  2  Aufl.,  S.  39. 
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the  fermentation,  and  phenylhydrazin  tests.  For  the  quantitative  estima- 
tion the  reader  is  referred  to  the  chapter  on  urine.  Those  liqnids  contain- 
ing proteids  must  first  have  these  removed  by  coagulation  w'th  heat  and 
addition  of  acetic  acid,  or  by  precipitation  with  alcohol  or  metallic  salts, 
before  testing  for  dextrose.  In  regard  to  the  difficulties  of  operating  with 
blood  and  serous  fluids  we  refer  the  student  to  the  works  of  Schekk, 
RoHiiAirif,  Abeles,  and  Seegen.' 

Tbe  guloses  are  steieo-isomers  of  dextrose  and  may  be  prepiired  artificiiilly.  dgulose 
is  obtained  on  the  reduction  of  d-gulouic  acid,  which  is  derived  on  the  reduction  of 
glycuronic  acid  (see  chapter  on  urine). 

Mannoses.  —dmannose,  also  culled  seminose,  is  obtained  with  d-levulose,  on  the  caiefiil 
oxidation  of  d-mannite.  It  is  also  olitained  on  the  hydrolysis  of  natural  carbohydrates, 
such  us  salep  slime,  and  reserve  cellulose  (especially  from  the  i-haviugs  from  tlje  ivory- 
nut).  It  is  dextrorotatory,  re;idily  ferments  with  beer-yeast,  gives  a  hydrazon  not  readily 
soluble  in  water,  and  an  osazoii  which  is  identical  with  that  from  d-ghicose. 

Levulose,  also  called  d-fructose,  fhuit-suoar,  occurs,  as  above  stated, 
mixed  with  dextrose  extensively  distributed  in  the  plant  kingdom  and  also 
in  honey.  It  is  formed  in  the  hydrolytic  cleavage  of  cane-sugar  and  other 
carbohydrates,  but  it  is  readily  obtained  by  the  hydrolytic  splitting  of 
inulin.  In  extraordinary  cases  of  diabetes  mellitus  we  find  levulose  in  the 
urine.  This  sugar  has  won  special  dietetic  importance  in  diabetes  on 
account  of  its  being  readily  assimilated. 

Levulose  crystallizes  with  difficulty  in  needles  partly  anhydrous  and 
partly  containing  water.  It  is  readily  soluble  in  water,  but  nearly  insoluble 
in  cold  absolute  alcohol,  though  rather  readily  in  boiling  alcohol.  Its 
watery  solution  is  Iffivogyrate,  but  the  statements  in  regard  to  the  specific 
rotation  are  quite  variable.  Levulose  ferments  with  yeast,  and  gives  the 
same  reduction  tests  as  dextrose  and  also  the  same  osazone.  It  gives  a 
combination  with  lime  which  is  less  soluble  than  the  corresponding  dextrose 
combination.  Levulose  is  not  precipitated  by  sugar  of  lead  or  basic  lead 
acetate. 

Levulose  does  not  reduce  copper  to  the  same  extent  as  dextrose.  Under 
similar  conditions  the  reduction  relationship  of  dextrose  to  levulose  is 
100  :  92.08. 

In  detecting  levulose  and  those  varieties  of  sugar  which  yield  levulose 
on  cleavage  we  make  use  of  the  following  reaction  suggested  by  Seli- 
WANOFF.  Quickly  warm  a  solution  of  resorcin  in  medium  dilute  hydro- 
chloric acid  with  levulose  when  the  liquid  becomes  beautifully  red  and  a 
precipitate  settles  which  dissolves  in  alcohol  with  a  beautiful  red  color. 
Use  a  mixture  of  1  vol.  hydrochloric  acid  and  3  vols,  water. 

Fructose,  as  above  stated,  is  best  obtained  by  the  hydrolytic  cleavage  of 

inulin,  by  warming  with  faintly  acidulated  water. 

Sorbinose  (sorbin)  is  obtained  from  the  juice  of  the  berry  of  the  mountain  asb  under 
certain  conditions.  It  is  crystalline  and  is  tevogyrale,  and  is  converted  into  sorbit  by 
reduction  ;  hence  it  seems  to  be  a  ketose  which  is  slerco-isomeric  with  fructose. 

'  Schenck,  Pfl&ger's  Arch.,  Bdd.  46  and  47;  RShmann,  Centralbl.  f.  Physiol.,  Bd.  4; 
Abeles,  Zeitschr,  f.  physiol.  Chem.,  Bd.  If) ;  Scejicn,  Ctntralbl.  f  Physiol.,  Bd.  4. 
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Galactose  (aot  to  be  mistaken  for  lactose  or  milk-sagar)  is  obtained  on 
the  iiydrolytic  cleavage  of  milk-sagar  and  by  hydrolysis  of  many  other 
carbohydrates,  especially  varieties  of  gams  and  slime  bodies.  It  is  also 
obtained  on  heating  cerebrin,  a  nitrogenized  glucoside  prepared  from  the 
brain,  with  dilute  mineral  acids. 

It  crystallizes  in  needles  or  leaves,  -which  melt  at  168°  C.  It  is  some- 
what less  soluble  than  dextrose  in  water.  It  is  dextrogyrate,  and  shows 
multirotation.  It  ferments  with  yeast,  although  slowly.  It  is  fermented 
by  a  large  number  of  varieties  of  yeast  (E.  Fischer  and  Thieefeldek) 
but  not  by  saccharomyces  apicnlatus,'  which  is  of  importance  in  physio- 
logical chemical  investigations.  Galactose  reduces  Fehling's  solution  to  a 
less  extent  than  dextrose,  and  10  c.c.  of  this  solution  are  reduced,  according 
to  SoxHLET,  by  0.0511  gm.  galactose  in  1^  solution.  Its  phenylosazon 
melts  at  193°  C,  and  is  soluble  with  difficulty  in  water,  but  relatively  easy 
in  hot  alcohol.  Its  solution  in  glacial  acetic  acid  is  optically  inactive. 
With  the  test  with  hydrochloric  acid  and  phloroglucin  galactose  gives  a 
color  similar  to  the  pentoses,  but  the  solution  does  not  give  the  absorption 
spectrum.  On  oxidation  it  first  yields  galactonic  acid  and  then  mucic  acid. 
Both  1-  and  i-galactose  have  been  artificially  prepared. 

Talose  is  a  sugar  whicli  is  artificially  prepared  by  the  reduction  of  talonic  acid. 
Talonic  acid  is  obtained  from  d-galactonic  acid  bv  beating  it  with  chinolin  or  pyridin  to 
140-150°  C. 

Disaccharid.es. 

Some  of  the  varieties  of  sugar  belonging  to  this  group  occur  ready 
formed  in  nature.  Thus  we  have  cane-sugar  and  milk-sugar.  Some,  on 
the  contrary,  such  as  maltose  and  isomaltose,  are  produced  by  the  partial 
hydrolytic  cleavage  of  complicated  carbohydrates.  Isomaltose  is  besides 
this  also  obtained  from  glucose  by  reversion  (see  below). 

The  disaccharides  or  hexobioses  are  to  be  considered  as  anhydrides, 
derived  from  two  monosaccharides  with  the  exit  of  1  mol.  water.  Corre- 
sponding to  this,  their  general  formula  is  0,jH„0„.  On  hydrolytic 
cleavage,  on  the  addition  of  water,  they  yield  two  molecules  of  hexoses,  and 
indeed  either  two  molecules  of  the  same  hexose  or  two  different  hexoses. 
Thus: 

Cane-sugar  -j-  H,0  =  glucose  -|-  levulose; 
Maltose        -1-  H,0  =  glucose  -|-  glucose; 
Milk-sugar  +  H^O  =  glucose  +  galactose. 

The  levulose  turns  the  polarized  ray  more  to  the  left  than  the  glucose 
does  to  the  right;  hence  the  mixture  of  hexoses  obtained  on  the  cleavage  of 
cane-sugar  has  an  opposite  rotation  to  the  cane-sugar  itself.  On  thia 
account  the  mixture  is  called  inveet  sugar,  and  the  hydrolytic  splitting 

'  See  F.  Voit,  Zeitschr.  f.  Biologie,  Bdd.  28  and  29. 
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is  designated  as  inversion.  This  term  inversion  is  not  only  used  for  the 
splitting  of  cane-sugar,  but  is  also  used  for  the  hydrolytic  cleavage  of 
compound  sugars  into  monosaccharides.  The  reverse  reaction,  whereby 
monosaccharides  are  condensed  into  complicated  carbohydrates,  is  called 
reversion.  A.  C.  Hill  '  has  shown  that  the  cleavage  of  maltose  by  the 
enzyme  maltase  is  a  convertible  process  as  a  sugar  formation  of  maltose 
from  glucose  takes  ptoce. 

We  subdivide  the  disaccharides  into  two  groups.  One,  to  which  cane- 
sugar  belongs,  where  the  members  have  not  the  property  of  reducing  certain 
metallic  oxides.  The  other  group,  on  the  contrary,  to  which  the  two 
maltoses  and  milk-sugar  belong,  the  members  act  like  monosaccharides  in 
regard  to  the  ordinary  reduction  tests.  The  members  of  this  last  group 
have  the  character  of  aldehyde-alcohols. 

Cane-sugar  or  Saccharose  occurs  extensively  distributed  in  the  plant 
kingdom.  It  occurs  to  greatest  extent  in  the  stalk  of  the  sugar-millet  and 
sugar-cane,  the  roots  of  the  sugar-beet,  the  trunk  of  certain  varieties  of 
palms  and  maples,  in  carrots,  etc.  Cane-sugar  is  of  extraordinarily  great 
importance  as  a  food  and  condiment. 

Cane-sugar  forms  large,  colorless  monoclinic  crystals.  On  heating  it 
melts  in  the  neighborhood  of  160°  C,  and  on  heating  stronger  it  turns 
brown,  forming  so-called  caramel.  It  dissolves  very  readily  in  water,  and 
according  to  Sciieiblee"  100  parts  saturated  sugar  solution-  contains  67 
parts  sugar  at  30°  C.  It  dissolves  with  difficulty  in  strong  alcohol.  Cane- 
sugar  is  strongly  dextro-rotatory.  The  specific  rotation  is  only  slightly 
modified  by  concentration,  but  is  markedly  changed  by  the  presence  of 
other  inactive  substances.     The  specific  rotation  is  (a)D=  -f  66°. 5. 

Cane-sugar  acts  indifferently  towards  Moore's  test  and  to  the  ordinary 
reduction  tests.  It  does  not  ferment  directly,  but  ferments  after  inversion, 
which  can  be  brought  about  by  an  enzym,  invertin,  contained  in  the  yeast. 
An  inversion  of  cane-sugar  also  takes  place  in  the  intestinal  canal.  Con- 
centrated sulphuric  acid  blackens  cane-sugar  very  quickly  even  at  the 
ordinary  temperature,  and  anhydrous  oxalic  acid  acts  the  same  on  warming 
on  the  water-bath.  Various  products  are  obtained  on  the  oxidation  of 
cane-sugar,  dependent  upon  the  variety  of  oxidizing  material  and  also  upon 
the  intensity  of  the  action.  Saccharic  acid  and  oxalic  acid  are  the  most 
important   products. 

The  reader  is  referred  to  complete  text-books  on  chemistry  for  the 
preparation  and  quantitative  estimation  of  cane-sugar. 

Maltose  (malt-sugar)  is  formed  in  the  hydrolytic  cleavage  of  starch  by 
malt  diastase,  saliva,  and  pancreatic  juice.     It  is  obtained  from  glycogen 

'  Transact,  of  Clieni.  Soc,  1898. 

»  See  Tollens'  Handbuch  der  Kohlehydrate,  3  Aufl.,  8.  134. 
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under  the  same  conditions  (see  Chapter  VIII).  Maltose  is  also  produced 
transitorily  in  the  action  of  sulphuric  acid  ou  starch.  Maltose  forms  the 
fermentable  sugar  of  the  potato  or  grain  mash,  and  also  of  the  beerwort. 
It  does  not  ferment  directly,  but  only  after  inversion,  and  this  is  brought 
about  by  a  special  invertin,  maltase,  occurring  in  the  yeast-cell. 

Maltose  crystallizes  with  1  mol.  water  of  crystallization  in  fine  white 
needles.  It  is  readily  soluble  in  water,  rather  easily  in  alcohol,  but  insolu- 
ble in  ether.  Its  solutions  are  dextro-rotatory,  and  show  birotation.  The 
specific  rotation  is  {a)D  =  +  137°.  Maltose  ferments  readily  and  com- 
pletely with  yeast,  and  acts  like  dextrose  in  regard  to  the  reduction  tests. 
It  yields  phenylmaltosazone  on  warming  with  phenylhydrazin  for  1^  hours. 
This  phenylmaltosazone  melts  at  206°  C.  and  is  more  soluble  than  the 
glucosazone.  Maltose  differs  from  dextrose  chiefly  in  the  following:  It  does 
not  dissolve  as  readily  in  alcohol,  has  a  stronger  dextro-rotatory  power,  has  a 
feebler  reducing  action  on  Feeling's  solution.  10  c.c.  Fehling's  solu- 
tion is,  according  to  Soxhlbt,'  reduced  by  77.8  milligrams  anhydrous 
maltose  in  approximately  1^  solution. 

Isomaltose.  This  variety  of  sugar  is  produced,  as  has  been  shown  by 
FiscHEK,''  besides  dextrin-like  products,  by  the  action  of  fuming  hydrochloric 
acid  on  glucose.  It  is  also  formed,  besides  ordinary  maltose,  in  the  action 
of  diastase  on  starch  paste,  and  occurs  in  beer  and  in  commercial  starch-sugar.' 
The  formation  of  isomaltose  in  the  hydrolysis  of  starcli  by  malt  diastase  has 
been  denied  by  mauy  investigators  because  they  considered  isomaltose  as 
contaminated  maltose.'  It  is  also  produced,  with  maltose,  by  the  action  of 
saliva  or  pancreatic  juice  (Kulz  and  Vogel)  or  blood-serum  (Rohjiann  ') 
on  starch. 

Isomaltose  dissolves  very  readily  in  water,  has  a  pronounced  sweetish 
taste  and  does  not  ferment,  or,  according  to  some,  only  very  slowly.  It  is 
dextro-rotatory,  and  has  yery  nearly  the  same  power  of  rotation  as  maltose. 
Isomaltose  is  characterized  by  its  osazone.  This  forms  fine  yellow  needles, 
which  begin  to  form  drops  at  140°  C.  and  melt  at  150-153°  C.  It  is 
rather  easily  soluble  in  hot  water  and  dissolves  in  hot  absolute  alcohol  much 
more  readily  than  the  maltosazon.  Isomaltose  reduces  copper  as  well  as 
bismuth  solutions. 


'  Ciled  from  Tollens'  Haiidbucli  der  Kohlenbydrate,  3  Aufl.,  S.  154. 

s  Ber.  d   deutsch.  cbeiri.  Gesellscli..  Bdd.  23  and  28. 

'  See  Lintner  mid  Dull,  ibid.,  Bd.  2C>,  S.  2533 ;  Scheibler  aud  Mlltelmeier,  ibid.,  Bd. 
24,  S.  301, 

■"  Brown  nnd  Morris,  Jouru.  of  Cbeiu.  Soc,  1895,  Cliem.  News,  72;  see  also  Osl, 
TJlricli.  and  Jalowelz,  Ref.  in  Ber.  d.  deutscb.  cbem,  Gesellscb.,  Bd.  28,  S.  987-989; 
Ling  and  Baker,  Journ.  of  Cbem.  Soc,  1895. 

5  KUlz  and  Vogel,  Zeitscbr.  f.  Biologic,  Bd.  31;  ROhmanu,  Centralbl.  f.  d.  raid. 
Wisseuscb..  1893,  8.  849. 
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Milk-sugar  (lactose).     As  this  sugar  occurs  exclusively  in  the  animal 

world,  in  the  milk  of  human  beings  and  animals,  it  will  be  treated  of  in  a 

following  chapter  (on  milk). 

Trehalose  is  ii  hexobiose  found  iu  fungi.  Melebiose  is  a  saccbarose  obtained  with 
d-fructose  in  the  partial  hydrolytic  cleavage  of  raffinose  (a  hexotriose)  occurring  in  beet- 
root molasses.     Melebiose  splits  into  galactose  and  glucose. 

Polysaccharides. 

If  we  exclude  the  hexotrioses  and  the  few  remaining,  sugar-like  poly- 
saccharides, this  group  includes  a  great  number  of  very  complex  carbo- 
hydrates, which  occur  only  in  the  amorphous  condition  or  not  as  crystals  in 
the  ordinary  sense.  Unlike  the  bodies  belonging  to  the  other  groups, 
these  have  no  sweet  taste.  Some  are  soluble  in  water,  while  others  swell 
up  therein,  especially  in  warm  water,  and  finally  are  neither  dissolved  nor 
visibly  changed.  Polysaccharides  are  ultimately  converted  into  monosac- 
charides by  hydrolytic  cleavaige. 

The  polysaccharides  (not  sugar-like)  are  ordinarily  divided  into  the 
following  chief  groups:  starch  group,  gum  and  vegetable-mucilage  group, 
and  cellulose  group. 

Starch  Group  (C.H„OJx. 

Starch,  Amylum.  (0,11, ^OJx.  This  substance  occurs  in  the  plant 
kingdom  very  extensively  distributed  in  the  different  parts  of  the  plant, 
especially  as  reserve  food  in  the  seeds,  roots,  tubers,  and  trunk. 

Starch  is  a  white,  odorless,  and  tasteless  powder,  consisting  of  small 
grains,  which  have  a  stratified  structure  and  different  shape  and  size  in 
■different  plants.  According  to  the  ordinary  opinion  the  starch-grains  con- 
sist of  two  different  substances,  starch  geanulose  and  staech  cellu- 
lose, of  which  the  first  only  goes  into  solution  on  treatment  with  diastatic 
euzymes. 

Starch  is  considered  insoluble  in  cold  water.  The  grains  swell  up  in 
warm  water  and  burst,  yielding  a  paste.  Starch  is  insoluble  in  alcohol  and 
ether.  On  heating  starch  with  water  alone,  or  heating  with  glycerin  to 
190°  C,  or  on  treating  the  starch-grains  with  6  parts  dilute  hydrochloric 
acid  of  sp.  gr.  1.06  at  ordinary  temperature  for  6  to  8  weeks,'  it  is  con- 
verted into  soluble  starch  (amylodextrin,  amibulin).  Soluble  starch  is 
also  formed  as  an  intermediate  step  in  the  conversion  of  starch  into  sugar  by 
dilute  acids  or  diastatic  enzymes.  Soluble  starch  may  be  precipitated  from 
very  dilute  solutions  by  baryta- water.' 

Starch-granules  swell  up  and  form  a  pasty  mass  in  caustic  potash  or 

'  See  Tollens'  Haudb,,  S.  191.  In  regard  to  other  methods,  see  Wroblewski,  Ber.  d. 
deutsch.  chem.  Gesellsch.,  Bd.  30;  Syuiewski,  ibid. 

'  In  regard  to  the  oombinatious  of  soluble  starch  and  dextrins  with  barium  hydrate, 
see  Billow,  Pflftger's  Arch.,  63. 
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soda.  This  •  mass  gives  neither  Mooee's  nor  Teommeb's  test.  Starch- 
paste  does  not  ferment  with  yeast.  The  most  characteristic  test  for  starch 
is  the  blae  coloration  produced  by  iodine  in  the  presence  of  hydroiodic  acid 
or  alkali  iodides.'  This  bine  coloration  disappears  on  the  additioti  of 
alcohol  or  alkalies,  and  also  on  warming,  bat  reappears  again  on  cooling. 

On  boiling  with  dilate  acids  starch  is  converted  into  glacose.  In  the 
conversion  by  means  of  diastatic  enzymes  we  have  as  a  rule,  besides  dextrin, 
maltose,  and  isoraaltose,  only  very  little  glucose.  We  are  considerably  in 
the  dark  as  to  the  kind  and  number  of  intermediate  products  produced  in 
this  process  (see  dextrins). 

Starch  may  be  detected  by  means  of  the  microscope  and  by  the  iodine 
reaction.  Starch  is  quantitatively  estimated,  according  to  Sachsse's 
method,"  by  converting  it  into  sugar  by  hydrochloric  acid  and  then  deter- 
mining the  sugar  by  the  ordinary  methods. 

Inulin,  (0,H„0,)x  -)-  H^O,  occurs  in  the  underground  parts  of  many 
composite,  especially  in  the  roots  of  the  inula  helenium,  the  tubers  of  the 
dahlia,  the  varieties  of  helianthus,  etc.  It  is  ordinarily  obtained  from  th& 
tubers  of  the  dahlia. 

Inulin  forms  a  white  powder,  similar  to  starch,  consisting  of  sphseroid 
crystals,  which  are  readily  soluble  in  warm  water  without  forming  a  paste. 
It  separates  slowly  on  cooling,  but  more  rapidly  on  freezing.  Its  solutions 
are  Isevogyrate  and  are  precipitated  by  alcohol,  and  are  only  colored  yellow 
with  iodine.  Inulin  is  converted  into  the  Isevogyrate  monosaccharide- 
levulose,  on  boiling  with  dilate  sulphuric  acid.  Diastatic  enzymes  have  no 
or  very  slight  action  on  inulin.' 

Lichenin  (moss-starch)  occurs  in  many  lichens,  namely,  in  Iceland  moss.  It  is  not 
soluble  in  cold  water,  but  swells  up  into  a  jelly.  It  is  soluble  in  bot  water,  forming  a 
jelly  on  allowing  the  concentrated  solution  to  cool.  It  is  colored  yellow  by  iodine,  and 
yields  glucose  on  boiling  with  dilute  acids.  Lichenin  is  not  changed  by  diastatic  enzymes 
such  as  ptyalin  or  amylopsin  (Nilson'*). 

Glycogen.  This  carbohydrate,  which  stands  to  a  certain  extent  between 
starch  and  dextrin,  is  principally  found  in  the  animal  kingdom,  hence  it 
will  be  treated  in  a  subsequent  chapter  (on  the  liver). 

The  Gums  and  Vegetable  Mucilages  (CjH,„OJx. 

These  bodies  may  be  divided  into  two  chief  groups,  according  to  their 
origin  and  occurrence,  namely,  the  dextrin  group  and  the  vegetable  gums  or 
mucilages.  The  dextrins  stand  in  close  relationship  to  the  starches  and  are 
formed    therefrom   as  intermediate  products  in  the  action  of   acids  and 

'  See  Mylius,  Bcr.  d.  deutsch.  chem.  Gesellsoh.,  Bd.  20,  and  Zeitschr.  f.  physioL 
Chem.,  Bd.  11. 

«  ToUens'  Handb.,  2  Aufl.,  S.  187. 

'Ibid.,  S.  208. 

*  Upsala  Lakaief.  FOrh.,  28. 
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diastatic  euzymes.  The  various  kinds  of  vegetable  gums  and  vegetable 
mucilages  occur,  on  the  contrary,  as  natural  products  in  the  plant  kingdom, 
and  some  may  be  separated  from  certain  plants  as  amorphous,  transparent 
masses  and  others  may  be  extracted  from  certain  parts  of  the  plant,  such  as 
the  wood  and  seeds,  by  proper  solvents. 

The  dextrins  yield  as  final  products  only  liexoses,  and  indeed  only 
dextrose  on  complete  hydrolysis.  The  vegetable  gums  and  the  mucilages 
yield,  on  the  contrary,  not  only  hexoses,  but  also  an  abundance  of  pentoses 
(gum  arabic  and  wood-gum),  d-galactose  occurs  often  amongst  the  hexoses, 
and  as  differentiation  from  the  dextrins  they  yield  mucic  acid  on  oxidation 
with  nitric  acid.  The  dextrins,  as  well  as  the  ordinary  varieties  of  gums 
and  mucilages,  are  precipitated  by  alcohol.  Basic  lead  acetate  precipitates 
the  gums  and  mucilages,  but  not  the  dextrins. 

Dextrin  (British  gurrt)  is  produced  on  heating  starch  to  200-210°  C, 
or  by  heating  starch,  which  has  previously  been  moistened  with  water 
containing  a  little  nitric  acid,  to  100-110°  C.  Dextrins  are  also  produced 
by  the  action  of  dilute  acids  and  diastatic  enzymes  on  starch.  We  are  not 
quite  clear  in  regard  to  the  steps  taking  place  in  the  above  processes,  but 
the  ordinary  views  are  as  follows:  Soluble  starch  is  the  first  product,  from 
which  a  dextrin,  ery  thro  dextrin,  which  is  colored  red  by  iodine,  and  sugar 
are  formed  by  hydrolytic  splitting.  On  further  cleavage  of  this  erythro- 
dextrin  more  sugar  and  a  dextrin,  achroodextri n ,  wliich  is  not  colored  by 
iodine,  is  formed.  From  this  achroodextrin  after  successive  splittings  we 
have  sugar  and  dextrins  of  lower  molecular  weights  formed,  until  finally  we 
have  sagar  and  a  dextrin,  maltodextrin,  which  refuses  to  split  further,  as 
final  products.  The  views  are  rather  contradictory  in  regard  to  the  number 
of  dextrins  which  occur  as  intermediate  steps.  The  sugar  formed  is 
isomaltose,  from  which  maltose  and  only  very  little  dextrose  are  produced. 
Another  view  is  that  first  several  dextrins  are  formed  consecutively  in  the 
successive  splitting  with  hydration,  and  then  finally  the  sugar  is  formed  by 
the  splitting  of  the  last  dextrin.  Other  investigators  have  other  views  in 
regard  to  this  process.' 

The  various  dextrins  have  not  as  yet  been  separated  from  each  other, 
nor  isolated  as  chemical  individuals.  Eecently  Young'  has  tried  their 
separation  by  means  of  neutral  salts,  especially  ammonium  sulphate.  We 
cannot  enter  into  the  differences  as  to  the  dextrins  so  separated,  and  only 
the  characteristic  properties  and  reactions  will  be  given  for  the  dextrins  in 
general. 

'  Id  regard  to  the  various  views  on  the  theories  of  the  saccharificiiliou  of  Starch,  see 
Musculus  and  Gruber,  Zeitschr.  f.  physiol.  Chem.,  Bd.  2,  S.  177  ;  Lintuer  and  Dull, 
1.  c,  Bdd.  26  and  28  ;  Billow,  1.  c. :  Brown  and  Heron,  .louru.  of  chem.  Soc,  1879  ; 
Brown  and  Morris,  iftW.,  188    and  1889. 

'  Jotirn.  of  Phj'siol.,  Vol.  22,  which  contains  the  older  researches  of  Nasse,  Krflger, 
Neumelster,  Pohl,  and  Halliburton  on  the  precipitation  of  carbohydrate  by  salts. 
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The  dextrins  appear  as  an  amorphous,  white  or  yellowish-white  powder 
which  is  readily  soluble  in  water.  Their  concentrated  solutions  are  viscid 
and  sticky,  similar  to  gum  solutions.  The  dextrins  are  dextrogyrate. 
They  are  insoluble  or  nearly  so  in  alcohol,  and  insoluble  in  ether.  Watery 
solutions  of  dextrins  are  not  precipitated  by  basic  lead  acetate.  Dextrins 
dissolve  copper  oxyhydrate  in  alkaline  liquids,  forming  a  beautiful  blue 
solution.  The  question  whether  or  not  perfectly  pure  dextrin  reduces 
Fehlinq's  solution  is  undecided.  According  to  Bkucke  '  a  non-reducible 
dextrin  may  be  obtained  by  warming  a  solution  of  achroodextrin  with  an 
excess  of  alkaline  copper  solution  and  then  precipitating  with  alcohol. 
According  to  Scheibler  and  Mittelmeiee  "  the  dextrin  obtained  by  the 
action  of  acid  is  a  polysaccharide  of  an  aldehydic  nature,  hence  it  acts  as  a 
reducing  agent.  The  dextrins  are  not  directly  fermentable.  The  behavior 
of  the  various  dextrins  to  iodine  has  been  given  above,  but  it  must  be 
remarked  that,  according  to  Musculus  and  Meyer,'  erythrodextrin  is  only 
a  mixture  of  achroodextrin  with  a  little  soluble  starch. 

The  vegetable  gums  are  soluble  in  water,  forming  solutions  which  are 
viscid  but  may  be  filtered.  We  designate,  on  the  contrary,  as  vegetable 
mucilages  those  varieties  of  gum  which  do  not  or  only  partly  dissolve  in 
water,  and  which  swell  up  therein  to  a  greater  or  less  extent.  The  natural 
varieties  of  gum  and  mucilage  to  which  several  generally  known  and  im- 
portant substances,  such  as  gum  arabic,  wood-gum,  cherry-gum,  fialep,  and 
quince  mucilage,  and  probably  also  the  little-studied  pectin  substances, 
belong  will  not  be  treated  of  in  detail,  because  of  their  unimportance  from 
a  zoo-physiological  standpoint. 

The  Cellulose  Group  (0,H,„0,)x. 

Cellulose  is  that  carbohydrate,  or  perhaps  more  correctly  mixture  of 
carbohydrates,  which  forms  the  chief  constituent  of  the  walls  of  the  plant- 
cells.  This  is  true  for  at  least  the  walls  of  the. young  cells,  while  in  the 
walls  of  the  older  cells  the  cellulose  is  extensively  incmsted  with  a  substance 
called  LIGNIN. 

The  true  celluloses  are  characterized  by  their  great  insolubility.  They 
are  insoluble  in  cold  or  hot  water,  alcohol,  ether,  dilute  acids,  and  alkalies. 
We  have  only  one  specific  solvent  for  cellulose,  and  that  is  an  ammoniacal 
solution  of  copper  oxide  called  Schweitzer's  reagent.  The  cellulose  may 
be  precipitated  from  this  solvent  by  the  addition  of  acids,  and  obtained  as 
an  amorphous  powder  after  washing  with  water. 

Cellulose  is  converted  into  a  substance,  so-called  amyloid,  which  gives 

'  Vorlesuniren  ilber  Pliysiologie,  Wien,  1874,  S.  231. 
'  Ber.  d.  deutsch.  cliem.  Gesellscb.,  Bd.  23. 
«  Zeltsch.  f.  physiol.  Chem.,  Bd.  4,  S.  451. 
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a  blue  coloratioa  with  iodiae  by  the  action  of  coaceatrated  sulphuric  acid. 
By  the  action  of  stroag  nitric  acid  or  a  mixture  of  nitric  acid  and  concen- 
trated sulphuric-acid  celluloses  are  converted  into  nitric-acid  esters  or  nitro- 
celluloses,  which  are  highly  explosive  and  have  found  great  practical  use. 

The  ordinary  celluloses  when  treated  at  the  ordinary  temperature  with 
strong  sulphuric  acid  and  then  boiled  for  some  time  after  diluting  with 
water  are  converted  into  dextrose.  Other  varieties  of  cellulose  have  a 
different  behavior,  namely,  we  have  a  cellulose  which  on  account  of  its 
insolubility  in  hot  dilate  mineral  acids  stands  close  to  ordinary  cellulose, 
which  yields  mannose  on  the  preceding  treatment.  This  .substance  called 
mannose-cellulose  by  E.  Schulze,  occurs  in  the  coffee-bean,  as  well  as  in 
the  cocoanut  and  sesame  cake. 

Hemicelluloses  are,  according  to  E.  Schulze,  those  constituents  of  the 
cell-wall  related  to  cellulose  which  differ  from  the  ordinary  cellulose  by 
dissolving  on  heating  with  strongly  diluted  mineral  acids,  such  as  1.25j^ 
Bulphuric  acid,  with  a  splitting  into  monosaccharides.  The  sugars  produced 
hereby  are  of  different  kinds.  The  liemicellulose  from  the  yellow  lupin 
yields  galactose  and  arabinose,  from  the  rye  and  wheat  bran  arabinose  and 
xylose,  and  from  the  ivory-nut — called  kesbeve  cellulose  by  Reiss' — 
mannose.  Schulze  "  has  recently  suggested  to  designate  as  cellulose  only 
the  dextrose-celluloses — namely,  only  those  which  can  be  transformed  into 
dextrose.  All  other  celluloses  and  also  the  mannose-cellulose  must  then  be 
called  hemicelluloses. 

The  cellulose,  at  least  in  part,  undergoes  decomposition  in  the  intestinal 
tract  of  man  and  animals.  A  closer  discussion  of  the  nutritive  value  of 
cellulose  will  be  given  in  a  future  chapter  (on  digestion).  The  great  im- 
portance of  the  carbohydrates  in  the  animal  economy  and  to  animal  meta- 
bolism will  also  be  given  in  following  chapters. 

'  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  33. 
'  Zeitschr.  f.  physiol.  Chem.,  Bdd.  16  and  19. 


CHAPTEE  IV. 

THE   ANIMAL  FATS. 

The  fats  form  the  third  chief  group  of  the  organic  foods  of  man  and 
animals.  They  occur  very  widely  distributed  in  the  animal  and  plant 
kingdoms.  Fat  occurs  in  all  organs  and  tissues  of  the  animal  organism, 
though  the  quantity  may  be  so  variable  that  a  tabular  exhibit  of  the  amount 
of  fat  in  different  organs  is  of  little  interest.  The  marrow  contains  the 
largest  quantity,  having  over  960  p.  m.  The  three  most  important  deposits 
of  fat  in  the  animal  organism  are  the  intermuscular  connective  tissue,  the 
fatty  tissue  in  the  abdominal  cavity,  and  the  subcutaneous  connective 
tissues.  Amongst  the  plants  the  seeds  and  fruit,  and  in  certain  instances 
also  the  roots,  are  rich  in  fat. 

The  fats  consist  nearly  entirely  of  so-called  neutral  fats  with  only  very 
small  quantities  of  fatty  acids.  The  neutral  fats  are  esters  of  the  triatomic 
alcohol,  glycerin,  with  monobasic  fatty  acids.  These  esters  are  triglyc- 
erides, that  is,  the  three  hydrogen  atoms  of  the  hydroxyl  of  the  glycerin 
are  replaced  by  the  fatty-acid  radicals,  and  their  general  formula  is  there- 
fore CjHj.Oj.Kj.  The  animal  fats  consist  chiefly  of  esters  of  the  three  fatty 
acids,  stearic,  palmitic,  and  oleic  acids.  In  certain  fats,  especially  in  milk- 
fat  glycerides  of  fatty  acids  such  as  butyric,  caproic,  caprylic,  and  capric 
acids  also  occur  in  considerable  amounts.  Besides  the  above-mentioned 
ordinary  fatty  acids,  stearic,  palmitic,  and  oleic,  we  also  find  in  human  and 
animal  fat,  exclusive  of  certain  fatty  acids  only  little  studied,  the  following 
non-volatile  fatty  acids,  as  glycerides,  lauric  acid,  C, ,11^,0,,  myristic  acid, 
C,^H„0„  and  arachidic  acid,  G^„'B,fi,.  In  the  plant  kingdom  triglycerides 
of  other  fatty  acids,  such  as  lauric  acid,  myristic  acid,  linoleic  acid,  erucic 
acid,  etc.,  sometimes  occur  abundantly.  Besides  these,  oxyacids  and  high 
molecular  alcohols  have  been  found  in  many  animal  fats.  The  occurrence 
of  traces  of  these  oxyacids  has  not  been  positively  investigated.  The 
occurrence  of  high  molecular  alcohols,  although  ordinarily  only  in  small 
amounts,  has  on  the  contrary  been  positively  shown  in  animal  fat. 

The  animal  fats  are  of  the  greatest  interest  and  consist  of  a  mixture  of 
varying  quantities  of  tristearin,  tripalmitin,  and  triolein,  having  an 
average  elementary  composition  of  C  76.5,  H  12.0,  and  0  11. 5j^. 
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Fata  from  different  species  of  animals,  and  even  from  different  parts  of 
the  same  animal,  have  an  essentially  different  consistency,  depending  upon 
the  relative  amounts  of  the  different  fats.  In  solid  fats — as  tallow — 
tristearin  and  tripalmitin  are  in  excess,  while  the  less  solid  fats  are  charac- 
terized by  a  greater  abundance  of  tripalmitin  and  triolein.  This  last- 
mentioned  fat  is  found  in  greater  quantities  proportionally  in  cold-blooded 
animals,  and  this  accounts  for  the  fat  of  these  animals  remaining  fluid  at 
temperatures  at  which  the  fat  of  warm-blooded  animals  solidifies.  Human 
fat  from  different  organs  and  tissues  contains,  in  round  numbers,  670-800 
p.  m.  triolein."  The  melting-point  of  different  fats  depends  upon  the  com- 
position of  the  mixtures,  and  it  not  only  varies  for  fat  from  different  tissues 
of  the  same  animal,  but  also  for  the  fat  from  the  same  tissues  in  various 
kinds  of  animals. 

Neutral  fats  are  colorless  or  yellowish  and,  when  perfectly  pure,  odorless 
and  tasteless.  They  are  lighter  than  water,  on  which  they  float  when  in  a 
molten  condition.  They  are  insoluble  in  water,  dissolve  in  boiling  alcohol, 
but  separate  on  cooling, — often  in  crystals.  They  are  easily  soluble  in 
ether,  benzol,  and  chloroform.  The  fluid  neutral  fats  give  an  emulsion 
when  shaken  with  a  solation  of  gum  or  albumin.  With  water  alone  they 
give  an  emulsion  only  after  vigorous  and  prolonged  shaking,  but  the 
emulsion  is  not  persistent.  The  presence  of  some  soap  causes  a  very  fine 
and  permanent  emulsion  to  form  easily.  Fat  produces  spots  on  paper 
which  do  not  disappear;  it  is  not  volatile;  it  boils  at  about  300°  C.  with 
partial  decomposition,  and  burns  with  a  luminous  and  smoky  flame.  The 
fatty  acids  have  most  of  the  above-mentioned  properties  in  common  with 
the  neutral  fats,  but  differ  from  them  in  being  soluble  in  alcohol-ether,  in 
having  an  acid  reaction,  and  by  not  giving  the  acrolein  test.  The  neutral 
fats  generate  a  strong  irritating  vapor  of  acrolein,  due  to  the  decomposition 
of  glycerine,  C3H5(OH),  —  2H,0  =  C,H,0,  when  heated  alone,  or  more 
easily  when  heated  with  potassium  bisalphate  or  with  other  dehydrating 
substances. 

The  neutral  fats  may  be  split  by  the  addition  of  the  constituents 
of  water  according  to  the  following  equation:  C,Hj(OE), -f- 3H,0  = 
0,H,(OH),  +  3H0K.  This  splitting  may  be  produced  by  steapsin,  similar 
enzymes  occurring  in  the  plant  kingdom  or  by  superheated  steam.  We 
most  frequently  decompose  the  neutral  fats  by  boiling  them  with  caustic 
alkali  not  too  concentrated,  or,  still  better  (in  zoochemical  researches),  with 
an  alcoholic  potash  solution  or  sodium  alcoholate.  By  this  procedure, 
which  is  called  saponification,  the  alkali  salts  of  the  fatty  acids  (soaps)  are 
formed.     If  the  saponification  is  made  with  lead  oxide,  then  lead-plaster, 

'  See  KnOpfelmacher.  "  Uutersuch.  Uber  das  Fctt  im  Saugliugaalter,"  etc.,  Jalirbucb 
f.  Kinderheilkunde  (N.  F.),  Bd.  45,  which  also  coutaius  the  older  literature. 
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lead-salt  of  the  fatty  acids,  is  produced.  We  do  not  ofily  call  the  cleavage 
of  neutral  fats  by  alkalies  saponification,  but  also  the  splitting  of  neutral 
fats  into  fatty  acids  and  glycerin  in  general. 

On  keeping  fats  for  a  long  time  in  contact  with  air  they  undergo  a 
change,  becoming  yellow  in  color,  acid  in  reaction,  and  develop  an  unpleas- 
ant odor  and  taste.  It  becomes  rancid,  and  in  this  change  a  part  of  the 
fat  is  split  into  fatty  acids  and  glycerin,  and  then  an  oxidation  of  the  free 
fatty  acids  takes  place,  producing  volatile  bodies  of  an  unpleasant  odor. 
The  rancidity  is  not  due,  as  shown  by  Gaffky  and  Eitsert,'  to  the  pres- 
ence of  microbes.  According  to  these  investigators  the  change  is  due  to  the 
combined  action  of  air  and  light. 

The  three  most  important  fats  of  the  animal  kingdom  are  stearin, 
palmitin,  and  olein. 

Stearin,  or  tbisteaeiit,  C,H,(C,jH„0,)„  occurs  especially  in  the  solid 
varieties  of  tallow,  but  also  in  the  vegetable  fats. 

Stearic  acid,  C„H„0„  is  found  in  the  free  state  in  decomposed  pus,  in 
the  expectorations  in  gangrene  of  the  lungs,  and  in  cheesy  tuberculous 
masses.  It  occurs  as  lime-soap  in  excrements  and  adipocere,  and  in  this 
last  product  also  as  an  ammonia  soap.  It  perhaps  exists  as  sodium  soap  in 
the  blood,  transudations,  and  pus. 

Stearin  is  the  hardest  and  most  insoluble  of  the  three  ordinary  neutral 
fats.  It  is  nearly  insoluble  in  cold  alcohol  and  soluble  with  great  difficulty 
in  cold  ether  (235  parts).  It  separates  from  warm  alcohol  on  cooling  as 
rectangular,  less  frequently  as  rhombical  plates.  The  statements. in  regard 
to  the  melting-point  are  somewhat  varied.  Pure  stearin,  accordftig  to 
nEiUTZ,"  melts  between  +  55°  and  71.6°.  The  stearin  from  the  fatty 
tissues  (not  pure)  melts  at  -|-  03°  C. 

Stearic  acid  crystallizes  (on  cooling  from  boiling  alcohol)  in  large, 
shining,  long-rhombical  scales  or  plates.  It  is  less  soluble  than  the  other 
fatty  acids  and  melts  at  69.2°  C.     Its  barium  salt  contains  19A9fi  barium. 

Palmitin,  tkipalmitin,  C,H,(C,,H„0,)3.  Of  the  two  solid  varieties  of 
fats,  palmitin  is  the  one  which  occurs  in  predominant  quantities  in  human 
fat  (Langee)."  Palmitin  is  present  in  all  animal  fats  and  in  several  kinds 
of  vegetable  fats.     A  mixture  of  stearin  and  palmitin  was  formerly  called 

MAEGAKIN. 

Palmitic  acid,  C^HjjOj.  As  to  occurrence,  about  the  same  remarks 
apply  as  to  stearic  acid.  The  mixture  of  these  two  acids  has  been  called 
margaric  acid,  and  this  mixture  occurs — often  as  very  long,  thin,  crystalline 
plates — in  old  pus,  in  expectorations  from  gangrene  of  the  lungs,  etc. 

'  Naturwissenscb.  Wochenschr.,  1890. 

'  Anual.  il.  Chem.  ii.  Phaiin.,  Bd.  93,  S.  300. 

'  Monatshefte  f.  Chem.,  Bd.  3. 
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Palmitin  crystallizes,  on  cooling  from  a  warm  saturated  solation  in  ether 
or  alcohol,  in  starry  rosettes  of  fine  needles.  The  mixture  of  palmitin  and 
stearin,  called  margarin,  crystallizes,  on  cooling  from  a  solution,  as  balls  or 
round  masses  which  consist  of  short  or  long,  thin  plates  or  needles  which 
often  appear  like  blades  of  grass.  Palmitin,  like  stearin,  has  a  variable 
melting  and  solidifying  point,  depending  upon  the  way  it  has  been  pre- 
viously treated.  The  melting-point  is  often  given  as  -|-  62°.  According 
to  other  statements'  it  melts  at  50.5°  C,  solidifies  on  further  heat  and 
melts  again  at  66°. 50  C. 

Palmitic  acid  crystallizes  from  an  alcoholic  solution  in  tufts  of  fine 
needles.  It  melts  at  +  62°  C. ;  still  the  admixture  with  stearic  acid,  as 
Heintz  has  shown,  essentially  changes  the  melting  and  solidifying  points 
according  to  the  relative  amounts  of  the  two  acids.  Palmitic  is  somewhat 
more  soluble  in  cold  alcohol  than  stearic  acid;  but  they  have  about  the  same 
solubility  in  boiling  alcohol,  ether,  chloroform,  and  benzol.  Its  barium  salt 
contains  21.17j^  barium. 

Olein,  TEiOLEiK,  0,H,(C„H„OJ„  is  present  in  all  animal  fats  and  in 
greater  quantities  in  plant  fats.  It  is  a  solvent  for  stearin  and  palmitin. 
Oleic  acid,  elaic  acid,  C,gHj,Oj,  occurs  probably  as  soaps  in  the  intestinal 
canal  during  digestion  and  in  the  chyle. 

Olein  is,  at  ordinary  temperatures,  a  nearly  colorless  oil  of  a  specific 
gravity  of  0.914,  without  odor  or  marked  taste.  It  solidifies  in  crystalline 
needles  at  —  5°  C.  It  becomes  rancid  quickly  if  exposed  to  the  air.  It 
dissolves  with  difficulty  in  cold  alcohol,  but  more  easily  in  warm  alcohol  or 
in  ether.     It  is  converted  into  its  isomer,  elaidin,  by  nitrous  acid. 

Oleic  acid  forms  on  heating,  besides  volatile  acids,  sehacic  acidy 
C  „H,bO„  crystallizing  in  shining  leaves  and  melting  at  127°  C.  "With 
nitrous  acid  oleic  acid  is  transformed  into  the  isomeric,  solid,  elaidic  acid, 
which  melts  at  45°  0.  Oleic  acid  forms  at  ordinary  temperature  a  colorless, 
tasteless,  and  odorless  oily  liquid  which  solidifies  in  crystals  at  about 
-f- 4°  C,  which  then  melt  again  at  -|- 14°  C.  Oleic  acid  is  insoluble  in 
water,  but  dissolves  in  alcohol,  ether,  and  chloroform.  With  concentrated 
sulphuric  acid  and  some  cane-sugar  it  gives  a  beautiful  red  or  reddish- violet 
liquid  whose  color  is  similar  to  that  produced  in  Pettenkoffer's  test  for 
bile-acids.  Oleic  acid  is  an  unsaturated  fatty  acid,  which  can  take  up 
halogens.  On  heating  with  hydroiodic  acid  and  amorphous  phosphorus  it 
takes  up  hydrogen  and  is  converted  into  stearic  acid. 

If  the  watery  solution  of  the  alkali  combinations  of  oleic  acid  is  precipi- 
tated with  Iqad  acetate,  a  white,  tough,  sticky  mass  of  lead  oleate  is 
obtained  which  is  not  soluble  in  water  and  only  slightly  in  alcohol,  but  is 
boluble  in  ether.  This  is  made  use  of  in  separating  oleic  acid  from  the 
other  two  fatty  acids,  whose  lead  salts  are  not  quite  insoluble  in  ether. 
>  B.  Benedikt,  Analyse  der  Fetle.     SAufl.,  1897.     S.  44. 
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All  acid  related  to  oleic  acid,  doeglic  acid,  which  is  solid  at  0°  C,  liquid  at  +  16°, 
and  soluble  in  alcohol,  is  found  iu  the  blubber  of  the  Balmna  rostrata.  Kukbatoff  ' 
has  demonstrated  the  presence  of  linoleic  acid  iu  the  fat  of  the  silurus,  sturgeon,  seal, 
and  certain  other  animals.  Drying  fats  have  also  been  found  by  Amthor  and  Zink^  in 
hares,  wild  rabbits,  wild  boar,  and  mountain-cock. 

To  detect  the  presence  of  fat  ia  an  animal  fluid  or  tissae  the  fat  must 
first  be' extracted  with  ether.  After  the  evaporation  of  the  ether  the 
residue  is  tested  for  fat  and  the  acrolein  test  must  not  be  neglected.  IC  this 
test  gives  positive  results,  then  neutral  fats  are  present;  if  the  results  are 
negative,  then  only  fatty  acids  are  present.  If  the  above  residue  after 
evaporation  gives  the  acrolein  test,  then  a  small  portion  is  dissolved  in 
alcohol-ether  free  from  acid  and  which  has  been  colored  bluish  violet  by 
tincture  of  alkanet.  If  the  color  becomes  red,  a  mixture  of  neutral  fat  and 
fatty  acids  is  present.  In  this  case  the  fat  is  treated  in  the  warmth  with  a 
soda  solution  and  evaporated  on  the  water-bath,  constantly  stirring  until 
all  the  water  is  removed.  The  fatty  acids  hereby  combine  with  the  alkali, 
forming  soaps,  while  the  neutral  fats  are  not  saponified  under  these  condi- 
tions. If  this  mixture  of  soaps  and' neutral  fats  is  treated  with  water  and 
then  shaken  with  pure  ether,  the  neutral  fats  are  dissolved,  while  the  soaps 
remaia  in  the  watery  solution.  The  fatty  acids  may  be  separated  from  this 
solution  by  the  addition  of  a  mineral  acid  which  sets  the  acid  free. 

Tiie  neutral  fats  separated  from  the  soaps  by  means  of  ether  are  often 
contaminated  with  cholesterin,  which  must  be  separated  in  quantitative 
determinations  by  sapoaiflcation  with  alcoholic  caustic  potash.  The 
cholesterin  is  not  attacked  by  the  caustic  alkali,  while  the  neutral  fats  are 
saponified.  After  the  evaporation  of  the  alcohol  the  residue  is  dissolved  in 
water  and  shaken  with  ether,  which  dissolves  the  cholesterin.  The  fatty 
aoids  are  separated  from  the  watery  solution  of  the  soaps  by  the  addition  of 
a  mineral  acid.  If  a  mixture  of  soaps,  neutral  fats,  and  fatty  acids  is 
originally  present,  it  is  treated  first  with  water,  then  agitated  with  ether 
free  from  alcohol,  which  dissolves  the  fat  and  fatty  acids,  while  the  soaps 
remain  in  the  solution,  with  the  exception  of  a  very  small  amount  which  is 
dissolved  by  the  ether. 

To  detect  and  to  separate  the  different  varieties  of  neutral  fats  from 
each  other  it  is  best  first  to  saponify  them  with  alcoholic  potash,  or  still 
better  with  sodium  alcoholate,  according  to  Kossel,  Obermullee,  and 
Kkuger.'  After  the  evaporation  of  the  alcohol  they  are  dissolved  in  water 
and  precipitated  with  sugar  of  lead.  The  lead  oleate  is  then  separated  from 
the  other  two  lead-salts  by  repeated  extraction  with  ether,  but  it  must  be 
remarked  that  the  lead-salts  of  the  other  fatty  acids  are  not  quite  insoluble 
in  ether.  The  residue  insoluble  in  ether  is  decomposed  on  the  water-bath 
with  an  excess  of  soda  solution,  evaporated  to  dryness,  finely  pulverized, 
and  extracted  with  boiling  alcohol.  The  alcoholic  solution  is  then  frac- 
tionally precipitated  by  barium  acetate  or  barium  chloride.  In  one  fraction 
the  amount  of  barium  is  determined,  and  in  the  other  the  melting-point  of 
the  fatty  acid  set  free  by  a  miijeral  acid.  The  fatty  acids  occurring 
originally  in  the  animal  ■  tissues  or  fluids  as  free  acids  or  as  §oaps  are  con- 
verted into  barium  salts  and  investigated  as  above. 

'  Maly's  Jahresber.,  Bd.  32. 

•  Zeitschr.  f.  analyt.  Ohem.,  Bd.  36. 

'  Zeitschr.  f.  pbysiol.  Chem.,  Bdd.  14,  15,  and  16. 
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Besides  the  methods  already  suggested  there  are  other  chemical  methods 
■which  are  important  in  iavestigating  fats.  Besides  determining  the  melt- 
ing and  solidification  point  we  also  determine  the  following:  1.  The  acid 
equivalent,  which  is  a  measure  of  the  amount  of  fatty  acids  in  a  fat  and  is 

determined  by  titrating  the  fat  dissolved  in  alcohol-ether  with  —  alcoholic 

caustic  potash,  using  phenolphtalein  as  indicator.  2.  The  saponification 
equivalent,  which  gives  the  milligrams  of  caustic  potash  united  with  the 

fatty  acids  in  the  saponification  of   1  gm.  fat  with  (- 1  alcoholic  caustic 

potash.  3.  Eeichekt-Meissl's  equivalent,  which  gives  the  quantity  of 
volatile  fatty  acids  contained  in  a  given  amount  of  neutral  fat  (5  gms.). 
The  fat  is  saponified,  then  acidified  with  mineral  acid  and  distilled,  whereby 
the  volatile  fatty  acids  pass  over  and  the  distillate  is  titrated  with  alkali. 
4.  Iodine  equivalent  is  the  quantity  of  iodine  absorbed  by  a  certain  amount 
of  the  fat  by  addition.  It  is  chiefly  a  measure  of  the  quantity  of  unsatu- 
rated fatty  acids,  in  the  first  place  oleic  acid  or  olein  in  the  fat.  Other 
bodies  such  as  cholesterin  may  also  absorb  iodine  or  halogens.  The  iodine 
equivalent  is  generally  determined  according  to  the  method  suggested  by 
Y.  HtJBL.  5.  The  acetyl  equivalent.  Oxyacids,  alcohols  such  as  cetyl 
alcohol  or  cholesterin  and  such  constituents  of  fats  containing  the  OH 
group,  are  transformed  into  the  corresponding  acetyl  ester  on  boiliug  with 
acetic  acid  anhydride  while  the  fatty  acids  remain  unchanged,  and  in  this 
way  the  estimation  of  these  bodies  is  possible.  The  fat  is  saponified,  the 
soaps  decomposed  by  an  excess  of  acid  and  the  mixture  of  fatty  acids, 
oxyfatty  acids,  cholesterin,  etc.,  boiled  with  acetic  acid  anhydride.  The 
acid  equivalent  is  determined  in  a  weighed  part  of  the  carefully  washed 
acetic  acid  free  mixture  by  titration  with  an  alcoholic  caustic  potash.  This 
acid  equivalent  represents  all  the  acids  (fatty  acids  as  well  as  the  acetylated 
oxyacids)  and  it  is  designated  the  acetyl  acid  equivalent.  The  neutral  fluid 
is  now  titrated  with  an  exactly  measured,  sufficient,  quantity  of  the  same 
alkali  and  the  acetyl  compounds  saponified  by  boiling.  On  retitrating  we 
find  the  quantity  of  alkali  used  in  saponification  and  this  number,  calculated 
to  100  parts  of  the  fat  represents  the  acetyl  equivalent.  In  regard  to  the 
performance  of  the  above-mentioned  different  estimations  we  must  refer  the 
reader  to  more  complete  works  such  as  "  Analysis  of  Fats  and  Waxes," 
E.  Benedikt. 

In  the  quantitative  estimation  of  fats  the  finely  divided  dried  tissues  or 
the  finely  divided  residue  from  an  evaporated  fluid  is  extracted  with  ether, 
alcohol-ether,  benzol,  or  any  other  proper  extraction  medium.  The  investi- 
gations of  DoBMEYER'  and  others,  carried  on  in  Pplugee's  laboratory,  have 
shown  that  even  with  very  prolonged  extraction  with  ether  all  the  fat  is  not 
extracted.  First  extract  the  greater  part  of  the  fat  by  ether.  Then  digest 
with  pepsin  hydrochloric  acid,  collect  the  insoluble  residue  on  a  filter,  dry 
and  extract  with  ether.  The  fat  is  extracted  from  the  filtrate  by  shaking 
with  ether,  evaporating  the  extract  and  the  fat  separated  from  other  bodies 

'  Ou  fat  extractiou  for  quantitative  estimalioq  see:  Dormeyer,  Pflilger's  Aicl).,  BcUI. 
€1  and  65  ;  Bogdanow,  ibid.,  Bdrl.  65,  68,  and  Du  Bois-Reymoud's  Arcli.,  I!r97,  S.  149  ; 
U.  Scbuiz,  Pflilger's  Arch.,  Bd.  66;  Voit  and  KrummacUer,  Zeitschr.  f.  Biologic,  Bd.  35; 
O.  Frank,  ibid.,  Bd.  35;  Polimanti,  Pflilger's  Arch.,  Bd.  70;  J.  Nerliing,  ibid.,  Bd.  71. 
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by  extracting  the  residue  with  petroleum  ether.  J.  NERKiifG '  has  simpli- 
fied the  fat  estimation  by  the  digestion  method  by  constructing  a  special 
apparatus.  L.  Liebermakn  and  Szekely"  have  suggested  a  new  method 
of  fat  estimation,  which  according  to  Takgl  and  Weisee'  is  as  good  as 
Dormeyek's  method  and  can  be  performed  much  quicker. 

The  fats  are  poor  in  oxygen  bat  rich  in  carbon  and  hydrogen.  They 
therefore  represent  a  large  amount  of  chemical  potential  energy,  and  yield 
correspondingly  large  quantities  of  heat  on  combustion.  They  take  first 
rank  amongst  the  foods  in  this  regard,  and  are  therefore  of  very  great 
importance  in  animal  life.  We  will  speak  more  in  detail  of  this  signifi- 
cance, also  of  fat  formation  and  the  behavior  of  the  fats  in  the  body,  in  the 
following  chapters. 

The  LECiTHiKS,  which  stand  in  close  relationship  to  the  fats,  will  be 
treated  of  in  a  subsequent  chapter.  The  following  bodies  append  them- 
selves to  the  ordinary  animal  fats. 

Spermaceti.  In  the  living  spermaceti  or  white  whale  there  is  founil  in  a  large  cavity 
iu  the  skull  iin  oily  liquid  called  spermaceti,  which  on  cooling  after  death  separates  into- 
n  solid  crystalline  part,  ordinarily  called  spbrmacbti,  and  into  a  liquid,  spebmacktioil. 
This  last  is  separated  by  pressure.  Spermaceti  is  also  found  in  other  whales  and  in  cer- 
tain species  of  dolphin. 

Tlie  purified,  solid  spermaceti,  which  is  called  cetin,  is  a  mixture  of  esters  of  fatty 
acids.  The  chief  constituent  is  the  cetyl-palmitic  esier  mixed  with  small  quanlities  of 
compound  ethers  of  lauric,  myrisillc;  and  stearic  acids  with  radicals  of  llie  alcohols, 

LETHAL,  CisHjs-OH,  MBTHAL,  C14H29  OH,  and  8TETHAL,  CibHst.OH. 

Cetin  is  a  snow-while  mass  shining  like  mother-of-pearl,  crystallizing  in  iilates,  brilile, 
fatty  10  the  touch,  and  which  has  a  varying  melting-point  of  -f  30°  to  50°  C.,  depending 
upon  its  purity.  Cetin  is  insoluble  in  water,  but  dissolves  easily  in  cold  ether  or  volatile 
and  fatty  oils.  It  dissolves  in  boiling  alcohol,  but  crystallizes  on  cooling.  It  is  saponi- 
fied with  difficulty  by  a  solution  of  caustic  potash  in  water,  but  with  an  alcoholic  solu- 
tion it  saponifies  readily  and  the  above-mentioned  alcohols  are  set  free. 

Ethal,  or  celyl  alcohol.  CmHsa.OH,  which  also  occurs  in  the  coccygeal  gland  of 
ducks  and  geese  (Db  Jokge  ■*)  and  in  smaller  quantities  in  beeswax,  and  found  by  LuD- 
wiG  and  V.  Zbynek'  in  the  fat  from  dermoid  cysts,  forms  white,  transparent,  odorless, 
and  tasteless  crystals  which  are  insoluble  in  water  but  dissolve  easily  in  alcohol  and 
ether.     Ethal  melts  at  49.5°  C. 

Spebmacbti-oil  yields  on  saponification  valerianic  acid,  small  amounts  of  solid  fatty 
acids,  and  physetolbic  acid.  This  acid,  which  has,  like  hypogaeic  acid,  the  composi- 
tion CinHsoOa,  occurs  also,  as  found  by  Ljubabsky,'  in  considerable  amounts  in  the  fat. 
of  the  seal.  It  forms  colorless  and  odorless,  needle-shaped  crystals  which  easily  dissolve 
in  alcohol  and  ether  and  melt  at  -|-  34°  C. 

Beeswax  may  be  treated  here  as  concluding  the  subject  of  fats.  It  contains  three 
chief  constituents  :  1  Cbbotic  acid,  CitHmOi,' which  occurs  as  cetyl  ether  in  Chinese 
wax  and  as  free  acid  in  ordinary  wax.  It  dissolves  in  boiling  alcohol  and  separates  as 
crystals  on  cooling.  The  cooled  alcoholic  extract  of  wax  contains  (2)  cebolbin,  which 
is  probably  a  mixture  of  several  bodies,  and  (3)  mybisin,  which  forms  the  chief  con- 
stituent of  that  part  of  wax  which  is  insohible  in  warm  or  cold  alcohol.  Myrisin  consists 
chiefly  of  palmitic-acid  ether  of  melissyl  (myricyl)  alcohol,  CsoHm  .OH.  This  alcohol  is. 
a  silky,  shining,  crystalline  body  melting  at  -f-  85°  C. 

'  Pfluger's  Arch.,  Bd.  73. 

« Ibid.,  Bd.  72. 

«i6jd.,Bd.  72,  S.  367. 

*  Zeitschr.  f.  physiol.  Chem.,  Bd.  3. 

'  Ibid.,  Bd.  23. 

«  Journ.  f.  prakt.  Chem.  (N.  F.),  Bd.  57. 

'  See  Heuriques,  Btr.  d.  dcutsch.  chem,  Gcsellsch.,  Bd.  30,  S.  1415. 


CHAPTEE  V. 
THE  ANIMAL  CELL. 

The  cell  is  the  unit  of  the  manifold,  variable  forms  of  the  organism;  it 
forms  the  simplest  physiological  apparatus,  and  as  such  is  the  seat  of  chem- 
ical processes.  It  is  generally  admitted  that  all  chemical  processes  of 
importance  do  not  take  place  in  the  animal  flaids,  but  transpire  in  the 
cells,  which  may  be  considered  as  the  chemical  laboratory  of  the  organism. 
It  is  also  principally  the  cells  which,  through  their  greater  or  less  activity, 
regulate  or  govern  the  range  of  the  chemical  processes  and  also  the  intensity 
of  the  total  exchange  of  material.  ^ 

It  is  natural  that  the  chemical  investigation  of  the  animal  cell  should  in 
most  cases  coincide  with  the  study  of  those  tissues  of  which  it  forms  the 
chief  constituent.  Only  in  a  few  cases  can  the  cells  be  directly,  by  rela- 
tively simple  manipulations,  isolated  in  a  rather  pure  state  from  the  tissues, 
as,  for  example,  in  the  investigation  of  pus  or  of  tissue  very  rich  in  cells. 
But  even  in  these  cases  the  chemical  investigation  may  not  lead  to  any  posi- 
tive results  in  regard  to  the  constituents  of  the  uninjured  living  cells.  By 
the  process  of  chemical  transformation  new  substances  may  be  formed  on 
the  death  of  the  cell,  and  at  the  same  time  physiological  constituents  of  the 
cell  may  be  destroyed  or  transported  into  the  surrounding  medium  and 
,  therefore  escape  investigation.  For  this  and  other  reasons  we  possess  only 
a  very  limited  knowledge  of  the  constituents  and  the.  composition  of  the 
cell,  especially  of  the  living  one. 

While  young  cells  of  different  origin  in  the  early  period  of  their  exist- 
ence may  show  a  certain  similarity  in  regard  to  form  and  chemical  composi- 
tion, they  may,  on  further  development,  not  only  take  the  most  varied 
forms,  but  may  also  offer  from  a  chemical  standpoint  the  greatest  diversity. 
As  a  description  of  the  constituents  and  composition  of  the  different  cells 
occurring  in  the  animal  organism  is  nearly  equivalent  to  a  demonstration  of 
the  chemical  properties  of  most  animal  tissues,  and  as  this  exposition  will  be 
found  in  their  respective  chapters,  we  will  here  only  discuss  the  chemical 
constituents  of  the  young  cells  or  the  cells  in  general. 

In  the  study  of  these  constituents  we  are  confronted  with  another 
difficulty,  namely,  we  must  differentiate  by  chemical  research  between  those 
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constituents  which  are  essentially  necessary  for  the  life  of  the  cells  and 
those  which  are  casual,  i.e.,  stored  up  as  reserve  material  or  as  metabolic 
products.  In  this  connection  we  have  only  been  able,  thus  far,  to  learn  of 
certain  substances  which  seem  to  occur  in  every  developing  cell.  Such 
bodies,  called  primaey  by  Kossel,"  are,  besides  water  and  certain  mineral 
constituents,  proteids,  nucleoproteids  or  necleins,  lecithins,  glycogen  (?), 
and  cholesterin.  Those  bodies  which  do  not  occur  in  every  developing  cell 
are  called  secoistdary.  Amongst  these  we  have  fat,  glycogen  (?),  pigments, 
etc.  It  must  not  be  forgotten  that  it  is  still  possible. that  other  primary 
cell  constituents  may  exist,  but  unknown  to  us,  and  we  also  do  not  know 
whether  all  the  primary  constituents  of  the  cell  are  necessary  or  essential 
for  the  life  and  functions  of  the  same.  We  do  not  know,  for  example, 
whether  the  ever-present  cholesterin  is  an  excretory  product  of  the  meta- 
bolism within  the  cell  or  whether  it  is  necessary  for  the  life  and  development 
of  the  same. 

Another  important  question  is  the  division  of  the  various  cell  constit- 
uents between  the  two  morphological  components  of  the  cell,  namely,  the 
protoplasm  and  the  nucleus.  This  is  very  diCBcult  to  decide  for  many  of 
the  constituents,  nevertheless  it  is  appropriate  to  differentiate  between  the 
protoplasm  and  the  nucleus. 

The  Protoplasm  of  the  developing  cell  consists  during  life  of  a  semi-solid 
mass,  contractile  under  certain  conditions  and  readily  changeable,  which  is 
rich  in  water  and  whose  chief  portion  consists  of  protein  substances.  If 
the  cell  be  deprived  of  the  physiological  conditions  of  life,  or  if  exposed  to 
destructive  exterior  influences,  such  as  the  action  of  high  temperatures,  of 
chemical  agents,  or  indeed  of  distilled  water,  the  protoplasm  dies.  The 
albuminous  bodies  which  it  contains  coagulate  at  least  partially,  and  other 
chemical  changes  are  found  to  take  place.  The  alkaline  reaction  of  the 
living  cell  maybe  converted  into  an  acid  by  the  appearance  of  paralactic 
acid,  and  the  carbohydrate,  glycogen,  which  habitually  occurs  in  the  young 
generative  cell  may  after  its  death  be  quickly  changed  and  consumed. 

The  question  as  to  the  internal  structure  of  the  protoplasm  is  still  in 
controversy.  It  is  of  little  importance  in  the  study  of  the  chemical  composi- 
tion of  the  cells,  as  it  is  impossible  to  chemically  study  the  morphologically 
different  constituents  of  the  protoplasm.  With  the  exception  of  a  few 
micro-chemical  reactions  the  chemical  analysis  has  been  restricted  to  the 
protoplasm  as  such,  and  the  investigations  have  been  directed  in  the  first 
place  to  the  protein  substances  which  form  the  chief  mass  of  the  protoplasm. 

The  proteids  of  the  protoplasm  consist,  according  to  the  general  view, 
chiefly  of  globulins.  Albumins  have  also  been  found  besides  the  globulins. 
There  is  no  doubt  at  present  that  the  albumins  occur  in  the  cells  only  as 


'  Veiliandl.  d.  physiol.  Gesellscb.  zu  Berlin,  1890-91,  Nos.  5  and  6. 
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traces,  or  at  least  only  in  trifling  qnantities.  The  presence  of  globulins  can 
hardly  be  disputed,  although  certain  cell  constituents  described  as  globulins 
have  been  shown  on  closer  investigation  to  be  nucleoalbumins  or  nucleo- 
proteids.  According  to  Halliburton  '  the  proteid  occurring  in  all  cells 
and  coagulating  at  47°-50°  C.  is  a  true  globulin. 

In  opposition  to  the  view  that  the  chief  mass  of  the  animal  cell  consists 
of  true  proteids,  the  author"  expressed  the  opinion  several  years  ago  that 
the  chief  mass  of  the  protein  substances  of  the  cells  does  not  consist  of 
proteids  in  the  ordinary  sense,  but  consists  of  more  complex  phosphorized 
bodies,  and  that  the  globulins  and  albumins  are  to  be  considered  as  nutritive 
material  for  the  cells  or  as  destructive  products  in  the  chemical  transforma- 
tion of  the  protoplasm.  This  view  has  received  substantial  support  by 
investigations  within  the  last  few  years.  Ali:x.  Schmidt  "  has  come  to  the 
view,  by  investigations  on  various  kinds  of  cells,  that  they  contain  only  very 
little  proteid,  and  that  the  chief  mass  consists  of  very  complex  protein 
substances.  Lilienfkld'  lias  also  found  on  a  quantitative  analysis  of 
leucocytes  from  the  thymus  gland  only  1.70^  proteid  (in  the  dried  sub- 
stance), in  the  ordinary  sense. 

The  protein  substances  of  the  cells  consist  chiefly  of  compound  proteids, 
and  these  are  divided  between  the  glycoproteid  and  the  nucleoproteid 
groups.  It  is  impossible  at  present  to  state  the  extent  of  nucleoalbumins  in 
the  cells  because  thus  far  in  most  cases  no  exact  difference  has  been  made 
between  them  and  the  nucleoproteids.  Hoppe-Sbylee  '  calls  viteUin  a 
regular  constituent  of  all  protoplasm.  This  body  used  to  be  considered  as 
a  globulin,  but  later  researches  have  shown  that  the  so-called  vitelline  bodies 
may  be  of  various  kinds.  Certain  vitellins  seem  to  be  nucleoalbumins,  and 
it  is  therefore  very  probable  that  cells  habitually  contain  nucleoalbumins. 

The  nucleoproteids  take  a  very  prominent  place  among  the  compound 
proteids  of  the  cell.  The  various  substances  isolated  by  diflierent  investiga- 
tors from  animal  cells,  such  as  tissue-fihrinogen  (Wooldridge),  cytoglohin 
and  preglohulin  (Alex.  Schmidt),  or  nucleohiston  (Kossel  and  Lihen- 
feld'),  belong  to  this  group.  The  cell  constituent  which  swells  up  to  a 
sticky  mass  with  common  salt  solution  and  is  called  Eovida's  hyaline  sui' 
stanoe  also  belongs  to  this  group. 

The  above-mentioned  different  protein  substances  have  only  been  simply 

'  See  Halliburton,  Oq  the  Chemical  Physiology  of  the  Animal  Cell,  1893,  No.  1, 
King's  College  Physiol.  Laboratory. 

»  Pflilger's  Arch.,  Bd.  30,  S.  449. 

'■>  Alex.  Schmidt,  Ziir  Blutlehre.    Leipzig,  1892. 

*  Zeitschr.  f.  physiol  -Chcm.,  Bd.  18,  S.  485. 

'  Physiol.  Chem.,  1877-1881,  S.  76. 

'  See  L.  C.  Wooldridge,  Die  Gerinnung  des  Blutes.  Leipzig,  1891 ; — A.  Schmidt, 
Zur  Blutlehre ;  Lilienfeld,  1.  c. 
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designated  as  constituents  of  the  cells.  The  next  question  is  which  of  these 
belong  to  the  protoplasm  and  which  to  the  nucleus.  At  present  we  can 
give  no  positive  answer  to  this  question.  According  to  Kossel  and  Lilien- 
FELD,'  the  cell-nucleus  of  the  leucocytes  contains  a  nncleoproteid,  besides 
nucleins,  as  chief  constituent,  and  sometimes  perhaps  also  nucleic  acid  (see 
below),  while  the  body  of  the  cells  contains  chiefly  pure  proteins  besides 
other  substances,  and  only  a  little  nucleoalbumin,  containing  a  very  small 
quantity  of  phosphorus.  This  view  coincides  well  with  the  observations  of 
LiLiEi>fFELD  on  the  behavior  of  the  protoplasm  and  cell-nucleus  on  one  side, 
as  compared  with  the  proteids  and  nuclein  substances  with  certain  coloring 
matters;  but  it  seems  to  be  inconsistent  with  the  quantitative  composition 
of  the  leucocytes  as  found  by  LiLiE2>rFELD.  If  we  admit,  according  to 
KossEL  and  Lilienfeld,  that  the  nncleoproteid,  called  by  them  nucUo- 
histon,  belongs  only  to  the  nucleus  of  the  leucocytes  of  the  thymus  gland, 
then  77.45  parts  of  the  79.31  parts  of  proteins  in  100  parts  of  the  dried 
substance  belongs  to  the  nucleus  and  only  1.76  parts  to  the  protoplasm. 
As  the  lymphocytes  of  the  thymus  gland  of  the  calf  contain  only  one 
nucleus,  in  which  the  mass  of  the  nucleus  surpasses  that  of  the  cytoplasm, 
it  is  natural  that  the  relative  proportion  of  the  various  protein  substances  in 
these  cells  cannot  be  taken  as  a  standard  for  the  composition  of  other  cells 
richer  in  cytoplasm. 

Complete  investigations  in  regard  to  the  distribution  of  protein  sub- 
stances in  the  protoplasm  and  nucleus  of  other  cells  have  not  been  made. 
If  we  consider  for  the  present  that  the  cells  rich  in  protoplasm  contain,  as 
a  rule,  only  very  little  true  proteid,  we  are  hardly  wrong  in  considering  it 
probable  that  the  protoplasm  contains  chiefly  nucleoalbumins  and  compound 
proteids  besides  traces  of  albumin  and  a  little  globulin.  These  compound 
proteids  are  in  certain  cases  glycoproteids,  but  otherwise  nncleoproteids, 
which  differ  from  the  nncleoproteids  of  the  nucleus  in  being  poorer  in 
phosphorus,  besides  containing  a  great  deal  of  proteid  and  only  less  of  the 
prostetic  group,  and  hence  have.no  specially  pronounced  acid  character. 

The  nucleoproteids  of  the  nucleus  are  on  the  contrary,  as  shown  by 
LiLiEKFELD  and  Kossel,  rich  in  phosphorus  and  of  a  strongly  acid  charac- 
ter. These  nucleoproteids  will  be  treated  of  in  speaking  of  the  nucleins  of 
the  nucleus. 

In  cases  in  which  the  protoplasm  is  surrounded  by  an  outer,  condensed 
layer  or  a  cell  membrane,  this  envelope  seems  to  consist  of  albumoid  sub- 
stances. In  a  few  cases  these  substances  seem  to  be  closely  related  to 
elastin ;  in  other  cases,  on  the  contrary,  they  seem  rather  to  belong  to  the 
keratin  group.     The  chemical  processes  by  which  these  albumoid  substances 


'  XJeber  die  Walilvcrwandtscluift  der  Zelleleininte  zu  gewissen  ParbstofEen.    Ver- 
haiidl.  d.  physiol.  Gesellsch.  zu  Berlin,  No.  11,  1893. 
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are  formed  from  the  albuminous  bodies  or  compound  proteids  of  the  proto- 
plasm are  unknown. 

Among  the  non-proteid  substances  of  the  cell  we  must  first  mention 
lecithin,  which  exists  as  a  positive  constituent  of  the  protoplasm.  It  is 
difficult  to  say  whether  it  also  exists  in  the  nucleus. 

Lecithin,  This  body  is,  according  to  the  investigations  of  Strecker, 
HuNDESiiAGEN,  and  GiLSON,'  an  ether-like  combination  of  glycerophos- 
phoric  acid  substituted  by  two  fatty  acid  radicals,  with  a  base,  cholin. 
Therefore  there  may  be  different  lecithins  according  to  the  fatty  acid  con- 
tained in  the  lecithin  molecule.  One  of  these — distearyllecithin — has  been 
closely  studied  by  IIoppe-Seyler  and  Diaconow  :  ^ 

C,.H.„NPO,  =  HO.(CH.),N.c,H,.0(OH)PO.O.C,H.  :  (C.^H.A),- 

In  agreement  with  this,  if  lecithin  be  boiled  with  baryta-water  it  yields 
fatty  acids,  glycerophosphoric  acid,  and  cholin.  It  is  only  slowly  decom- 
posed by  dilute  acids.  Besides  small  quantities  of  glycerophosphoric  acid 
(perhaps  also  distearylglycerophosphoric  acid)  we  have  large  quantities  of 
free  phosphoric  acid  split  off. 

Glycerophosphoric  acid  (H0),P0.0.C,H,(0H),  is  a  bibasic  acid, 
which  probably  only  occurs  in  the  animal  fluids  and  tissues  as  cleavage 
product  of  lecthins.  The  cholin,  which  occurs  extensively  in  the  plant 
kingdom,  seems  to  be  identical  with  the  bases  sincaliu  (in  mustard-seed) 
and  AMANiTiN  (in  agaricns  muscarius),  has  the  formula  HO.N(CH,),. 
CjIij.OH,  and  is  therefore  considered  as  trimethylethoxyliuin  hydrate. 
Cholia,  on  the  contrary,  is  not  identical  with  the  base,  neuriit,  prepared 
by  Liebreich  as  a  decomposition  product  from  the  brain,  which  is  consid- 
ered as  trimethylvinylium  hydrate,  H0.N(CII,)3.C,H,.  Cholin  is  a  sirupy 
fluid  readily  miscible  with  absolute  alcohol.  Hydrochloric  acid  gives  a 
combination  which  is  very  soluble  in  water  and  alcohol,  but  insoluble  in 
ether,  chloroform,  and  benzol.  This  compound  forms  a  double  combination 
with  platinum  chloride  which  is  soluble  in  water,  insoluble  in  absolute 
alcohol  and  ether,  crystallizing  ordinarily  in  six-sided  orange-colored  plates. 
This  combination  is  used  in  the  detection  and  identification  of  this  base. 
Cholin  also  forms  a  crystalline  double  combination  with  mercuric  chloride 
and  gold  chloride.  In  watery  solution,  cholin,  on  prolonged  standing,  is 
converted  into  nenrin,  which  process  may  be  hastened  by  micro-organisms.' 

Lecithin  occurs,  as  Hoppe-Setler  *  has  especially  shown,  widely  difEused 

'  Strecker,  Annal.  d.  Chem.  u.  Pharm.,  Bd.  148  ;  Hundesbageu,  Journ.  f.  prakt. 
Chem.  (N.  F.),  Bd.  28  ;  Gilsoii,  Zeitachr.  f.  physiol.  Chem.,  Bd.  12. 

'  Hoppe-Seylcr,  Med. -chem.  TJiiteiaucli.,  S.  321  and  405. 

'  Ueber  das  Cholia  und  seine  Vcrbiuduugen,  see  Gulewltsch,  Zeitschr.  f.  physiol. 
Chem.,  Bdd.  34  and  26. 

■>  Physiol.  Chem.     Berlin,  1877-81.     S.  57. 


104  THE  ANIMAL   CELL. 

in  the  Vegetable  and  animal  kingdoms.  According  to  this  investigator,  it 
occurs  also  in  many  cases  in  loose  combination  with  other  bodies,  such  as 
albuminous  bodies,  hsenioglobin,  and  others.  Lecithin,  according  to 
Hoppe-Seylee,  is  found  in  nearly  all  animal  and  vegetable  cells  thus  far 
studied,  and  also  in  nearly  all  animal  fluids.  It  is  specially  abundant  in 
the  brain,  nprves,  fish-eggs,  yolk  of  the  egg,  electrical  organs  of  the  Torpedo 
eleciricus,  semen  and  pus,  and  also  in  the  muscles  and  blood-corpuscles, 
blood-plasma,  lymph,  milk,  especially  woman's  milk,  and  bile,  as  well  as  in 
other  animal  juices  and  liquids.  Lecithin  is  also  found  in  pathological 
tissues  or  liquids. 

TJiis  wide  distribution  of  the  lecithins,  as  also  the  fact  that  it  is  a 
primary  constituent,  gives  great  physiological  importance  to  the  lecithins. 
We  have  in  lecithin,  no  doubt,  a  very  important  material  for  the  building 
up  of  the  complicated  phosphorized  nuclein  substances  of  the  cell  and  cell 
nucleus.  That  the  lecithins  are  of  great  importance  in  the  development 
and  growth  of  living  organisms,  in  fact  for  the  bioplastic  processes  in 
general,  follows  also  from  several  investigations." 

Lecithin  may  be  obtained  in  grains  or  warty  masses  composed  of  small 
crystalline  plates  by  strongly  cooling  its  solution  in  strong  alcohol.  In  the 
dry  state  it  has  a  waxy  appearance,  is  plastic  and  soluble  in  alcohol,  espe- 
cially on  heating  (to  40-50"  C);  it  is  less  soluble  in  ether.  It  is  dissolved 
also  by  chloroform,  carbon  disalphide,  benzol,  and  fatty  oils.  It  swells  in 
water  to  a  pasty  mags  which  shows  under  the  microscope  slimy,  oily  drops 
and  threads,  so-called  myelin  forms  (see  Chapter  XII).  On  wanning  this 
swollen  mass  or  the  concentrated  alcoholic  solution,  decomposition  takes 
place  with  the  production  of  a  brown  color.  On  allowing  the  solution  or 
the  swollen  mass  to  stand,  decomposition  takes  place  and  the  reaction 
becomes  acid.  In  putrefaction  lecithin  yields  glycerophosphoric  acid  and 
cholin;  the  latter  further  decomposes  with  the  formation  of  methylamin, 
ammonia,  carbon  dioxide,  and  marsh-gas  (Hasebeoek ').  If  dry  lecilhin 
be  heated  it  deconiposes,  takes  fire  and  burns,  leaving  a  phosphorized  coke. 
On  fusing  with  caustic  alkali  and  saltpetre  it  yields  alkali  phosphates. 
Lecithin  is  easily  carried  down  during  the  precipitation  of  other  compounds 
such  as  the  proteid  bodies,  and  may  therefore  very  greatly  change  the  solu- 
bilities of  the  latter. 

.  Lecithin  combines  with  acids  and  bases.  The  combination  with  hydro- 
chloric acid  gives  with  platinum  chloride  a  double  salt  which  is  insoluble  in 
alcohol,  soluble  in  ether,  and  which  contains  10.2^  platinum. 

'  See  Stoklasa,  Ber.  d.  deutseh.  cliem,  Gesellsch.,  Bd.  39;  Wiener  Sitzungsbeiv,  Bd. 
104 ;  Zeitsclir.  f.  pliysiol.  Chem.,  Bd.  35;  and  W.  Danielewsky,  Comp.  rend.,  Tome  121 
and  123. 

'  Zeitschr.  f.  pliysiol.  Chem.,  Bd.  12. 
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It  may  be  prepared  tolerably  pure  from  the  yolk  of  the  hen's  egg  by  the 
following  methods,  as  suggested  by  Hoppe-Seylee  and  Diaconow.  The 
yolk,  deprived  of  proteid,  is  extracted  with  cold  ether  until  all  the  yellow 
color  is  removed.  Then  the  residue  is  extracted  with  alcohol  at  50-60°  C. 
After  the  evaporation  of  the  alcoholic  extract  at  50-00°  C,  the  sirupy 
matter  is  treated  with  ether  and  the  insoluble  residue  .dissolved  in  as  little 
alcohol  as  possible.  On  cooling  this  filtered  alcoholic  solution  to  —  5°  to 
—  10°  C.  the  lecithin  gradually  separates  in  small  granules.  The  ether, 
however,  contains  considerable  of  the  lecithin.  The  ether  is  distilled  off 
and  the  residue  dissolved  in  chloroform  and  the  lecithin  precipitated  from 
this  solution  by  means  of  aceton  (Altmaj^n"  '). 

According  to  Gilson,  a  new  portion  of  lecithin  may  be  obtained  from 
the  ether  used  in  extracting  the  yolk  by  dissolving  the  residue  after  the 
evaporation  of  the  ether  in  petroleum  ether  and  then  shaking  this  solution  " 
with  alcohol.  The  petroleum  ether  takes  the  fat,  while  the  lecithin  remains 
dissolved  in  the  alcohol  and  may  be  obtained  therefrom  rather  easily  by 
using  the  proper  precautions. 

The  detection  and  the  quantitative  estimation  of  lecithin  in  animal 
fluids  or  tissues  is  based  on  the  solubility  of  the  lecithin  (at  50-60°  0.)  in 
alcohol-ether,  by  which  the  phosphoric  acid  or  glycerophosphoric  acid  salts 
which  may  be  present  at  the  same  time  are  not  dissolved.  The  alcohol- 
ether  extract  is  evaporated,  the  residue  dried  and  fused  with  soda  and  salt-  . 
petre,  Phosphoric  acid  is  formed  from  the  lecithin,  and  it  can  be  used  in 
the  detection  and  quantitative  estimation.  The  distearyl lecithin  yields 
8.798$^  PjOf  This  method  is,  however,  not  exactly  correct,  for  it  is 
possible  that  other  phosphorized  organic  combinations,  such  as  jecorin  (see 
Chapter  VIII)  and  protagon  (Chapter  XII)  may  have  passed  into  the 
alcohol-ether  extract.  In  detecting  lecithin  the  double  combination  of 
cholin  and  platinum  must  also  be  prepared.  The  residue  of  the  evaporated 
alcohol-ether  extract  may  be  boiled  for  an  hour  with  baryta-water,  filtered, 
the  excess  of  barium  precipitated  with  CO,,  and  filtered  while  hot.  The 
filtrate  is  concentrated  to  a  sirupy  consistency,  extracted  with  absolute 
alcohol,  and  the  filtrate  precipitated  with  an  alcoholic  solhtion  of  platinum 
chloride.  The  precipitate  after  filtration  may  be  dissolved  in  water  and 
allowed  to  crystallize  over  sulphuric  acid. 

Protagons,  which  are  found  in  the  leucocytes  and  pus-cells,  are  also  to 
be  considered  as  a  constituent  of  protoplasm.  These  phosphorized  bodies 
occur  principally  in  the  brain  and  nerves,  and  hence  will  be  described  in  a 
following  chapter. 

Glycogen,  discovered  by  Cl.  Bernard  and  Hestsen,  is  found  in  devel- 
oping animal  cells  and  especially  in  developed  embryonic  tissues.  Accord- 
ing to  Hoppe-Seylee  it  seems  to  be  a  never-failing  constituent  of  the  cells, 
which  show  amceboidal  movement,  and  he  found  this  carbohydrate  in  the 
leucocytes,  but  not  in  the  developed  motionless  pus-corpuscles.  Salomon 
and  afterwards  others  have,  however,  found  glycogen  in  pus."     From  the 

'  Cited  from  Hoppe-Seylei's  Handbucb,  etc.,  6.  AuiJ.,  S.  84. 
'  In  regard  to  the  literature  ou  glycogen  see  Chap.  VIII. 
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relationship  which  seems  to  exist  between  glycogen  and  muscular  work  (see 
Chapter  XI),  it  is  presumable  that  a  consumption  of  glycogen  takes  place 
in  the  movement  of  animal  protoplasm.  On  the  other  hand,  the  extensive 
occurrence  of  glycogen  in  embryonic  tissues,  as  also  its  occurrence  in  patho- 
logical tumors  and  in  abundant  cell -format)  on,  speaks  for  the  importance  of 
this  body  in  the  formation  and  development  of  the  cell. 

In  adult  animals  glycogen  occurs  in  the  muscles  and  certain  other 
■organs,  but  principally  in  the  liver;  therefore  it  will  be  completely  described 
in  connection  with  this  organ  (Chapter  VIII).  Glycogen  has  been  directly 
detected  as  a  constituent  of  the  protoplasm  of  various  cells. 

Another  body,  or  perhaps  more  correctly  a  group  of  bodies  which  occur 
widely  distributed  in  the  animal  and  vegetable  kingdoms,  and  which  occur  ' 
regularly  in  the  cells,  are  the  cholesterins.  The  best-known  representative 
of  this  group  is  ordinary  cholesterin  (see  Chapter  VII] ),  which  is  the  chief 
constituent  of  certain  biliary  calculi  and  exists  in  abundant  quantities  in  the 
hrain  and  nerves.  It  is  hardly  admissible  that  this  body  is  of  direct 
importance  for  the  life  and  development  of  the  cell.  It  must  be  considered 
that  the  cholesterin,  as  accepted  by  Hoppb-Seylee,"  is  a  cleavage  product 
appearing  in  the  cell  during  the  processes  of  life.  According  to  Hoppe- 
Seylee  the  same  is  true  for  the  fats,  which  do  not  occur  constantly  in  the 
cells  and  have  nothing  to  do  in  the  ordinary  processes  of  life.  There  is  no 
doubt  that  cholesterin  exists  as  a  constituent  of  the  protoplasm,  but  its 
existence  in  the  nucleus  is  questionable. 

The  cell  nucleus  has  a  rather  complex  structure.  It  consists  in  part  of 
a  mitoplasm,  which  consists  of  fibriles  which  form  a  network,  and  another 
part,  which  is  less  solid  and  homogeneous,  called  the  hyaloplasm.  The 
mitoplasm  difEers  from  the  hyaloplasm  in  a  stronger  affinity  for  many  dyes. 
On  account  of  this  behavior  the  first  is  called  the  chromatic  substance  or 
chromatin,  and  the  other  the  achromatic  substance  or  achromatin. 

The  hyaloplasm  of  the  nucleus  is  considered  as  a  mixture  of  proteid. 
The  mitoplasm  seems  to  contain  the  more  specific  constituent  of  the  nucleus, 
namely,  the  nuclein  substances.  Besides  this  it  is  alleged  to  also  contain 
another  substance,  plastin.  This  last  is  less  soluble  than  the  nuclein  sub- 
stances and  does  not  have  the  property,  like  them,  of  fixing  dyes. 

The  chief  constituents  of  the  cell  nucleus  are  the  nucleoproteids 
(nucleins),  and  in  a  few  cases  nucleic  acids. 

Nucleins.  By  the  name  nuclein  Hoppe-Seylek  and  Miescher'  desig- 
nated the  chief  constituent  of  the  nucleus  of  the  pus-cell  first  isolated  by 
MiESCHER.  Since  it  has  been  shown  by  repeated  research  that  similar 
bodies  occur  extensively  in  the  animal  and  plant  kingdoms,  especially  in 

'  Physiol.  Chem.,  S.  81. 

'  Hoppe-Seyler,  Med.-chem.  Untersuch.,  S.  452. 
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organs  rich  in  cells,  we  have  for  some  time  designated  as  nncleins  a  number 
of  phosphorized  bodies  which  are  in  part  derived  as  cleavage  products  from 
the  nucleoalbumins  and  in  part  form  the  chief  constituent  of  the  cell 
nucleus. 

According  to  Hoppe-Seylek,  these  bodies  may  be  divided  into  three 
groups.  The  first,  to  which  belongs  the  nuclein  of  yeast,  pus,  nucleated 
red  blood-corpuscles,  and  probably  of  the  cell  nucleus  in  general,  yield 
proteid  bodies,  xanthin  bodies,  and  phosphoric  acid  as  cleavage  products  on 
boiling  with  acids.  To  the  second  group,  which  yield  as  splitting  products 
proteid  and  phosphoric  acid,  but  no  xanthin  bodies,  belongs  the  nuclein  of 
the  yolk  of  the  egg  and  casein — in  other  words,  the  nucleo-albumins  in 
general;  and  to  the  third  group,  which  gives  as  splitting  products  only 
phosphoric  acid  and  xanthin  bodies,  but  no  proteid,  belongs  only  the  nuclein 
of  spermatozoa. 

Those  nuclein  substances  which  do  not  yield  nuclein  bases  on  splitting 
— such,  for  instance,  as  nuclein  from  casein  and  vitellin — are  to  be  separated 
from  the  others.  Kossel  has  suggested  the  name  paranuclein  for  these 
nuclein  substances.  As  the  paranucleins  amongst  themselves  are  very 
different  and  have  only  an  apparent  similarity  to  the  true  nucleins,  the 
author  has  proposed  the  najae pseudonucleins  for  them.' 

The  nuclein  of  spermatozoa,  which  does  not  yield  any  proteid  on 
cleavage,  shows  a  great  similarity  to  the  substance  obtained  by  Altmanj^ 
from  the  nucleins  of  Hoppe-Seyler's  first  group  by  the  action  of  alkalies. 
This  substance  was  called  nucleic  acid  by  Altmanj?  and  Kossel,"  and 
hence  this  nuclein  will  be  called^  nucleic  acid  in  the  future. 

The  nuclein  of  the  first  group  is,  according  to  Kossel,  true  nuclein  or 
simply  nuclein.  This  nuclein,  which  gives  phosphoric  acid  as  well  as 
proteid  and  xanthin  bases  on  splitting  with  acids,  is  considered  by  Kossel 
as  a  combination  between  proteid  and  nucleic  acid. 

We  therefore  have  two  chief  groups  of  nucleins:  pseudonucleins  or 
paranucleins,  which  yield  no  nuclein  bases  (xanthin  bodies)  as  cleavage 
products  and  corresponding  thereto,  do  not  contain  any  nucleic  acid,  and 
true  nucleins,  or  simply  nucleins,  the  combination  of  proteid  with  nucleic 
acid  which  give  xanthin  bodies  as  cleavage  products. 

Pseudonucleins  or  Paranucleins.  These  bodies  are  obtained  as  an 
insoluble  residue  on  the  digestion  of  nucleoalbumins  or  phosphoglyco- 
proteids  with  pepsin  hydrochloric  acid.  Attention  is  called  to  the  fact  that 
the  pseudonuclein  may  be  dissolved  by  the  presence  of  too  much  acid  or  by 
a  too  energetic  peptic  digestion.     If  the  relationship  between' the  degree  of 

"    '  Kossel,  Du  Bois-Reymond's  Arch.,  1891  ;  Himraarsten,  Zeitschr.  f.  physiol.  Chem.', 
Bd.  19.  , 

'  Altmann,  Du  Bois-Reyraond's  Arch.,  1889;  Kossel,  ibid.,  1891. 
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acidity  and  the  quantity  of  substance  is  not  properly  selected  the  formation 
of  pseudonucleins  may  be  entirely  overlooked  in  the  digestion  of  certain 
nucleoalbumins.  Pseudonucleins  contain  phosphorus,  which,  as  shown  by 
L1EBEKMA.NN,'  is  split  off  as  metaphosphoric  acid  by  mineral  acids.  The 
pseudonucleins  are  yery  dissimilar.  One  group  of  these,  whose  most 
important  representative  is  the  long-known  psendonuclein  from  casein, 
yields  no  reducing  substance  on  boiling  with  mineral  acids,  while  the  other 
group,  to  which  the  psendonuclein  from  ichthulin  belongs,  does  yield  such 
a  substance. 

As  we  consider  the  true  nucleins  as  a  combination  of  proteid  with 
nucleic  acid  so  the  pseudonucleins  may  be  designated  as  a  combination  of 
-proteid  and  a  special  acid  called  pseudo-  or  paranucleic  acid.  Such  an  acid 
of  characteristic  properties  has,  up  to  the  present  time,  not  been  prepared." 

The  pseudonucleins  are  amorphous  bodies  insoluble  in  water,  alcohol, 
and  ether,  but  readily  soluble  in  dilute  alkalies.  They  are  not  soluble  in 
very  dilute  acids,  and  may  be  precipitated  from  their  solution  in  dilute 
alkalies  by  adding  acid.     They  give  the  proteid  reactions  very  strongly. 

In  preparing  a  pseudonuclein,  dissolve  the  mother-substance  in  hydro- 
chloric acid  of  1-2  p.  m.,  filter  if  necessary,  and  add  pepsin  solution,  and 
allow  to  stand  at  the  temperature  of  the  body  for  about  24  hours.     The' 
precipitate  is  filtered  off,  washed  with  water,  and  purified  by  alternately 
-  dissolving  in  very  faintly  alkaline  water  and  reprecipitating  with  acicL' 

The  true  nucleins  first  prepared  by  Miescher  and  Hoppe-Seyleb  are 
not  native  constituents  of  the  cell,  but  laboration  products,  which  are 
derived  from  the  native  nucleoproteids  by  the  pepsin  digestion  or  by  not 
too  energetic  action  of  the  acid.  A  part  of  the  proteid  is  hereby  split  off 
from  the  native  nucleoproteid  and  the  insoluble,  residue  poor  in  proteid  bat 
rich  in  nucleic  acid  forms  the  so-called  nuclein.  If  we  consider,  according 
to  Hoppe-Setlee,  as  compound  proteids  all  substances  which  yield  as 
cleavage  products  proteids  and  another  non-proteid  component,  then  we  must., 
also  treat  the  true  nucleins  as  nucleoproteids.  There  are  modified  nucleo- 
proteids which  differ  from  the  native  compound  proteids  in  containing  a 
greater  amount  of  phosphorus,  or  nucleic  acid.  Strictly  speaking,  all  true 
nucleins  are  nucleoproteids,  and  for  this  reason  it  is  perhaps  best  to  drop  the 
name  nucleins,  which  unfortunately  is  used  in  various  senses,  and  only 
differentiate  between  native  and  modified  nucleoproteids.  As  from  another 
standpoint,  it  is  probably  best  to  wait  until  we  have  farther  information  in 
regard  to  the  nature  of  the  nuclein  substances  before  we  undertake  a  change 
in   the  nomenclature,  we  will  here  designate  as  true  nucleins  or  simply 

'  Ber.  d.  deutscli.  chera.  Gesellsch.,  Bd.  31,  and  Centralbl.  f.  d.  raed.  Wissensch., 
18S9. 

"  See  Milroy,  Zeitschr.  I.  pliyaiol.  Chem.,  Bd.  23,  and  Proc.  Boy.  Soc.  of  Edinburgh, 
1896. 


NUCLEIC  ACID8.  109 

nucleins  those  modified  nucleoproteids  insoluble  in  digestion  hydrochloric 
acid.  This  will  hardly  lead  to  any  misunderstanding.  According  to  this 
nomenclature  the  native  nucleoproteids  correspond  to  the  nucleoalbumins 
and  the  nucleins  correspond  to  the  pseudonuoleins,  which  are  modified 
nucleoalbumins  ricli  in  phosphorus.  The  properties  of  the  different  nucleo- 
proteids and  nucleins  are  undoubtedly  in  part  dependent  upon  the  kind  of 
proteid  component.  To  all  appearances  the  nature  of  the  nucleic  acid 
component  is  of  still  greater  importance  and  for  this  reason  the  nucleic 
acids  will  be  treated  of  first.  The  nucleoproteids  will  then  follow  and 
finally  the  nucleins. 

Nucleic  Acids.  We  differentiate  between  the  various  nucleic  acids  by 
the  decomposition  products  they  yield.  All  are  rich  in  phosphorus  and 
yield  nuclein  .bases  (purin  bases  according  to  E.  Fischer)  as  cleavage 
products.  Various  nucleic  acids  act  different  in  this  regard.  The  nucleic 
acid  from  ox-eperm  yields,  according  to  Kossel  almost  entirely  xanthin, 
while  that  from  the  calf  thymus  yields  chiefly  adenin  with  only  a  little 
guanin.  Kossel  used  to  be  of  the  opinion  that  there  were  probably  four 
nucleic  acids,  eacli  containing  only  one  of  the  nuclein  bases,  thus  an 
adenylic,  a  guanyjic  acid,  etc.  He  has  now  given  up  this  view  in  so  far 
as  the  nucleic  acid  from  the  thymus,  in  which  he  only  found  adenin, 
contains  some  guanin.  For  this  reason  he  does  not  call  this  acid  adenylic 
acid  but  thymus  nucleic  acid.'  That  wo  have  nucleic  acids  which  only 
contain  one  nuclein  base  follows  from  the  nucleic  acid  isolated  by  Bang  ^ 
frem  the  pancreas,  guanyUc  acid,  which  contains  guanin  only  and  indeed 
about  36^.  We  must  differentiate  between  several  nucleic  acids  depending 
upon  the  nuclein  bases  contained  therein.  We  must  also  still  admit  of 
different  nucleic  acids  from  another  point  of  view.  There  are  some,  as  the 
nucleic  acid  from  the  pancreas  and  the  yeast  nucleic  acid,  which  contains  a 
relatively  loosely  combined  carbohydrate  group,  which  is  readily  split  off. 
Others,  on  the  contrary,  such  as  the  thymus  nucleic  acid  and  nucleic  acid 
from  the  salmon-sperm,  salmon  nucleic  acid,  no  carbohydrate  can  be  split 
off.  Only  on  energetic  cleavage  have  Kossel  and  Neumann  been  able  to 
obtain  levulinic  acid  from  thymus  nucleic  acid,  which  is  proof  of  the  pres- 
ence of  a  carbohydrate  group.  Noll'  has  also  split  off  levulinic  acid  from 
the  nucleic  acid  of  sturgeon- sperm.  According  to  Neumann*  thymus 
nucleic  acid  is  not  a  unit,  but  consists  of  mixture  of  three  acids  which  he 

'  Tlie  works  of  Kossel  ami  bis  pupils  on  nucleic  iiclds  are  found  in  Du  Bois-Rey- 
mond's  Arcli,,  1893,  1893,  and  1894;  Sitzimgsber.  d.  Bed.  Aliad.  d.  Wissenscli.,  18, 
1894;  Ceritnilbl.  f.  d.  mod.  Wissenscli.,  1893;  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bdd. 
36  and  37  ;  Zeiisclir.  f.  pliysiol.  Cliem.,  Bd.  32. 

'  Invesligations  not  published  from  Ibe  Author's  laboratory. 

'  Zeitsclir.  f.  physiol.  Chem,,  Bd.  25. 

<  Du  Bois-Beyuiond's  Arch.,  1898,  8.  374. 
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has  designated  A  and  B  nacleic  acid  and  niicleotliymic  acid.  The  two 
nacleic  acids  correspond  in  properties  essentially  with  the  substance,  which 
used  to  be  designated  nucleic  acid.  Nucleothymic  acid  can  be  split  off 
from  both  by  hydrolytic  cleavage.  Nucleothyniic  acid^  which  differs  from 
the  realnnclcic  acids  in  being  readily  soluble  in  cold  water,  yields  thymin, 
cytosin,  phosphoric  acid,  levulinic  acid  and  formic  acid  as  cleavage  products. 
All  three  nacleic  acids  gives  Tollens'  pentose  reaction. 

The  nucleic  acids  are  very  different  among  each  other  and  corresponding 
thereto  they  have  also  a  varying  composition.  They  are  all  free  from 
sulphur  but  contain  nitrogen  and  phosphorus.  The  relationship  between 
phosphorus  and  nitrogen  in  the  nucleic  acids  from  the  thymus,  salmon- 
sperm  and  yeast  is  as  1  :  3,  in  guanylic  acid  as  1  :  5.  Nothing  is  known 
with  positiveness  in  regard  to  the  f oi'm  of  union  of  the  phosphorus. ' 

The  cleavage  products  of  tbe  nucleic  acids  are  also  different.  From 
guanylic  acid  Bang  obtained  onlj  pentose,  while  on  the  contrary  Kossel 
obtained  pentose  as  well  as  hexose  from  yeast  nucleic  acid,  and  from  salmon 
nucleic  acid  or  that  from  the  thymus  neither  one  nor  the  other  sugar  could 
be  prepared.  According  to  Kossel  and  Neumann  thymus  nucleic  acid 
yields  as  cleavage  products,  besides  adenin  and  guanin,  thymic  acid  and  a 
crystalline  base,  cytosin,  with  the  probable  formula,  C^.HjjNjjO,.  The 
thymic  acid,  which  is  readily  soluble  in  water,  and  which  yields  a  barium 
salt  with  the  formula,  C-j^H^jN^PjOj^Bn,  soluble  in  water  and  precipitated 
by  alcohol,  yields  a  cleavage  product,  thymin,  C^H^N^O,,  which  is  crvi^tal- 
line  and  not  precipitatable  by  phospho-tungstic  acid,  and  which  is  charac- 
terized by  its  property  of  being  sublimed.  Thymin  occurs  as  cleavage 
products  from  other  nucleic  acids  (with  the  exception  of  guanylic  acid)  and 
is  identical  with  nucleosin,  prepared  by  Schmiedebeeg  from  salmon  nucleic 
acid.  Guanylic  acid,  on  the  contrary,  yields  no  thymin  as  a  cleavage 
product.  It  yields  guanin  (36j^),  pentose  {W%)  phosphoric  anhydride, 
P,0,  (18^)  and  a  little  ammonia.  Bang  found  ftOj^  of  the  nitrogen 
as  guanin. 

The  composition  of  salmon  nucleic  acid  may,  according  to  Miescher 
and  Schmiedebeeg,"  be  represented  l;y  the  formula,  C„H,^N,,0„.2P,0j, 
and  yeast  nucleic  acid  by  C„Hj„N,^0j,.2P,0,.  The  composition  of  guanylic 
acid  seems  to  be  C„Il3,N,„0,,.P,0^. 

The  nucleic  acids  are  amorphous,  white  and  acid  in  reaction.  They  are 
readily  soluble  in  ammoniacal  or  alkaline  water.  Guanylic  acid  is  soluble 
with  difficulty  in  cold  water  but  rather  readily  in  boiling  water,  from  which 
it  separates  on  cooling.     Guanylic  acid  is   readily  precipitated   from   its 

'  Besides  the  works  of  Kossel,  see  also  those  of  Liebermann  in  Pflilger's  Arch.,  Bd. 
47,  and  Centralbl.  f.  d.  med.  Wissensoh.,  1893,  S.  465  and  738. 
'  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  37. 
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alkali  combination  by  an  excess  of  acetic  acid.  The  other  nucleic  acids  are, 
on  the  contrary,  not  precipitated  from  such  combinations  by  an  excess  of 
acetic  acid,  but  by  a  slight  excess  of  hydrochloric  acid,  especially  in  the 
presence  of  alcohol.  In  acid  solutions  the  thymus  nucleic  acid,  salmon 
nucleic  acids,  and  yeast  nucleic  acid-  gives  precipitates  with  proteids,  which' 
are  considered  as  nacleins.  The  behavior  of  guanylic  acid  in  this  regard 
has  not  been  shown  on  account  of  the  great  difficulty  in  dissolving  this 
acid  in  dilute  acids.  All  nucleic  acids  are  insoluble  in  alcohol  and  ether. 
They  do  not  give  either  the  biuret  test  nor  Millon's  reaction. 

Yeast  nucleic  acid  may  be  best  prepared  according  to  Altmann.' 
Each  1000  c.c.  of  yeast  is  treated  with  3250  c.c.  dilute  caustic  soda  of  about 
3^  for  five  minutes  at  the  temperature  of  the  room.  The  chief  portion  of 
the  sodium  hydrate  is  then  neutralized  with  hydrochloric  acid,  and  then 
acetic  acid  added  in  excess.  The  liquid  separated  from  the  precipitated 
proteids  is  acidified  with  hydrochloric  acid  until  ]t  contains  3-5  p.  m.  HCl, 
and  then  mixed  with  an  equal  volume  of  alcohol  of  the  same  acidity. 
Impure  nucleic  acid  separates  out  and  may  be  purified  by  dissolving  in 
ammoniacal  water  and  repeatedly  treating,  as  above,  with  acetic  acid,, 
hydrochloric  acid,  and  alcohol. 

The  method  of  preparing  thymus  nucleic  acid,  as  suggested  by  Kossel,'' 
is  chiefly  as  follows:  The  nucleohiston  (see  below)  of  the  watery  extract  of 
the  gland  is  split  by  baryta-water  and  the  barium  precipitate  boiled  with 
water  containing  acetic  acid  and  the  nucleic  acid  precipitated  from  the 
filtered  watery  extracts  by  alcohol  containing  hydrochloric  acid.  It  may  be 
purified  by  solution  in  water,  containing  1  p.  m.  ammonia  and  reprecipita- 
tion  with  alcohol  containing  hydrochloric  acid. 

Salmon  nucleic  acid,  which  exists  in  the  salmon-sperm  in  combination 
with  the  base  protamin,  is  obtained,  according  to  Miescher  and  Schmiede- 
BER6,  by  extracting  (cooling  at  the  same  time)  with  hydrochloric  acid  of 
op.  m.,  which  dissolves  the  protamin.  The  residue  is  then  extracted  by  a 
slight  excess  of  caustic  soda,  cooled  to  0°  C,  and  filtered,  precipitated  with 
hydrochloric  acid  and  alcohol,  the  precipitate  removed  quickly  by  means  of 
centrifugal  force,  and  washed  with  alcohol.  The  principle  of  the  prepara- 
tion of  guanylic  acid  is,  according  to  Baitg,  to  split  the  pancreas  nucleo- 
proteids  by  heating  with  dilute  alkali,  filtering  while  hot,  precipitating  the 
nucleic  acid  by  cooling  the  very  faintly  acidified  liquid.  If  necessary, 
concentrate  the  fluid  slightly.  The  nucleic  acid  may  be  purified  by  repeated 
solution  in  hot  water  and  precipitating  by  cooling  or  by  repeated  solution 
in  alkaline  water  and  reprecipitating  with  acetic  acid. 

Nucleoproteids  with  relatively  high  percentage  of  phosphorus  and  of  a 
markedly  acid  character  occur  in  cell  nuclei.  According  to  the  generally 
accepted  view  they  are  combinations  of  proteids  with  nucleic  acid  and  yield 
cleavage  products  depending  upon  the  different  nucleic  acid  present.  They 
contain  relatively  considerable  proteid  in  the  molecule  and  hence  respond 

>  Du  Bois-Beymond's  Arch.,  1889,  Pbysiol.  Abth.,  S.  524. 
'  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  27,  S.  2215. 
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to  the  ordinary  proteid  reactions  and  therefore  are  closely  related  to  the 
proteids  in  their  behavior.  The  native  nucleoproteids  are  very  sensitive  to 
chemical  agents,  even  distilled  water,  and  are  therefore  readily  changed  by 
the  action  of  the  bodies  used  in  their  isolation.  This  is  the  essential  reason 
why  our  knowledge  of  the  native  proteids  is  at  present  so  limited.  The 
closest  studied  of  the  native  nucleoproteids  is  the  so-called  nucleohiston. 

Nucleohiston  is  the  name  given  by  Kossel  and  Lilienfeld  '  to  the 
nucleoproteid  isolated  by  them  from  the  calf's  thymus.  Its  composition  is: 
C  48.46;  n  7.00;  N  16.86;  P  3.026;  S  0.701;  0  33.95^.  On  heating  its 
solution  it  splits  into  coagulated  proteid.  On  peptic  digestion  it  yields 
nuclein.  On  treating  with  hydrochloric  acid  of  0.8j^  it  splits  into  nuclein 
and  a  proteid  substance  soluble  in  hydrochloric  acid,  and  which  differs  from 
other  proteids  in  being  insoluble  in  an  excess  of  ammonia.  Kossel  has 
called  this  substance  histon. 

Nucleohiston  is  precipitated  from  a  neutral  solution  by  means  of  acetic 
acid,  and  is  not  redissolved  by  an  excess  of  acetic  acid.  The  neutral  solu- 
tion is  precipitated  by  alcohol,  but  not  on  saturating  with  MgSO,.  Nucleo- 
histon is  easily  dissolved  in  dilute  alkalies  or  alkali  carbonates.  It  is  soluble 
in  glacial  acetic  acid,  hydrochloric  and  sulphuric  acids.  The  relationship  of 
the  nucleins  and  histon  to  the  coagulation  of  the  blood  will  be  spoken  of  in 
Chapter  VI. 

Nucleohiston  is  prepared  by  precipitating  the  filtered  watery  extract  of 
the  gland,  free  from  cellular  elements,  with  acetic  acid,  and  purifying  by 
repeated  solution  in  water  slightly  alkaline  with  soda  and  precipitating  with 
acetic  acid.  Finally  it  is  washed  with  water  containing  acetic  acid  and  then 
with  alcohol,  then  extracted  with  cold  and  hot  absolute  alcohol  and  lastly 
with  ether.  The  same  procedure  is  resorted  to  in  the  preparation  of  the 
native  nucleoproteids  in  general,  but  often  with  success,  extracting  with 
"water  containing  0.5  p.  m.  ammonia. 

The  conipouiid  proteids'  described  by  other  iuvestipators  under  the  names  titaue 
fibrinogen  and  cell  fibrinogen  are  to  be  considered  as  impure  nucleohislou  or  bodies  very 
closely  related  thereto.  The  cyteglobin  and  preglobulin  described  by  Alex.  Schmidt  '  as 
important  cell  constituents  also  belong  to  the  same  group  ns  the  nucleohiston.  Cytoglo- 
bin  is  to  be  considered  as  the  alkali  combination  of  preglobulin.  The  residue  remaining 
on  the  complete  exhaustion  of  the  cells  with  alcohol,  water,  and  common-salt  solution  is 
called  cytin  by  Alex.  Schmidt.  The  relationship  of  these  bodies  to  the  coagulation  of 
blood  will  be  spoken  of  in  Chapter  VI. 

Nucleins  or  TiiuB  Nucleins.     These  bodies  are  obtained  as  an  insoluble 

or  difficultly  soluble  residue  on  the  digestion  of  nucleoproteids  with  pepsin 

hydrochloric  acid.     They  are  rich  in  phosphorus,  about  5^  and  above,  and 

according  to  Liebekmann*  metaphosphoric  may  also  be  split  off  from  the 

true  nucleins  (yeast  nuclein).     The  nucleins  are  decomposed  into  proteid 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  18. 

'See  rage  101. 

»  Zur  Blutlehre. 

■■  Pfliiser's  Arch..  Bd.  47. 
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aad  nucleic  acid  by  caustic  alkali,  and  as  diflerent  nucleic  acids  exist,  so 
there  also  exist  different  nncleins.  As  previously  stated,  proteids  may  be 
precipitated  in  acid  solutions  by  nucleic  acids  and  in  this  way,  as  shown  by 
Mtlkoy,'  combinations  of  nucleic  acid  and  proteids  may  be  prepared  whicli 
behave  quite  similar  to  true  nucleins.  All  nncleins  yield  xanthi7i  bodies  or 
nuclein  bases,  so  called  by  Kossel,  on  boiling  with  dilute  acids.  The 
nncleins  contain  iron  to  a  considerable  extent.  They  act  like  rather  strong 
acids. 

The  nucleins  are  colorless,  amorphous,  insoluble,  or  only  slightly  soluble 
in  water.  They  are  insoluble  in  alcohol  and  ether.  They  are  more  or  less 
readily  dissolved  by  dilute  alkalies.  Pepsin  hydrochloric  acid  or  dilute 
mineral  ac'ds  do  not  dissolve  them,  or  only  to  a  slight  extent.  The 
nucleins  give  the  biuret  test  and  Millon'b  reaction.  They  show  a  great 
affinity  for  many  dyes,  especially  the  basic  ones,  and  take  these  up  with 
avidity  from  watery  or  alcoholic  solutions.  On  burning  they  yield  an  acid 
ooke  containing  metaphosphoric  acid  and  which  is  very  difficult  to  consume. 
On  fusion  with  saltpetre  and  soda  the  nncleins  yield  alkali  phosphates. 

To  prepare  nucleins  from  cells  or  tissues,  first  remove  the  chief  mass  of 
proteids  by  artificial  digestion  with  pepsin  hydrochloric  acid,  lixiviate  the 
residue  with  very  dilute  ammonia,  filter,  and  precipitate  with  hydrochloric 
acid.  The  precipitate  is  further  digested  with  "gastric  juice,  washed  and 
purified  by  alternately  dissolving  in  very  faintly  alkaline  water,  and 
reprecipitating  with  an  acid,  washing  with  water,  and  treating  with  alcohol- 
ether.  A  nuclein  may  be  prepared  more  simply  by  the  digestion  of  a 
nucleoproteid.  In  the  detection  of  nucleins  we  make  use  of  the  above- 
described  method  and  testing  for  phosphorus  in  the  product  after  fusing 
with  saltpetre  and  soda.  Naturally  the  phosphates,  lecithins  (and  jecorin) 
must  first  be  removed  by  treatment  with  acid,  alcohol,  and  ether,  respect- 
ively. We  must  specially  call  attention  to  the  fact^  as  shown  by  Liebek- 
MAXN,"  of  the  very  great  difficulty  in  removing  lecithin  by  means  of 
alcohol-ether.  No  exact  methods  are  known  for  the  quantitative  estimation 
of  nucleins  in  organs  or  tissues. 

Flastin. — On  the  solution  of  the  nucleins  from  cell  nuclei  of  certain  plants  in  dilute 
soda  solution  a  residue  is  obtained  which  is  characterized  by  its  great  insolubility.  The 
substance  which  forms  this  residue  has  been  called  plastin.  This  substance,  of  which 
the  spongioplasni  of  the  body  of  the  cell  and  the  nucleus  ginnules  are  alleged  to  be  com- 
posed, is  considered  as  a  nucleiu  modification  of  great  insolubility,  although  its  nature  is 
not  known. 

Among  the  decomposition  products  of  nuclein  substances  the  nuclein 
bases  or  xanthin  bodies  are  of  especially  great  interest. 

Nuclein  bases,  Alloxuric  bases,  puein  bases,  xanthix  bodies.  With 
these  names  we  designate  a  group  of  bodies  consisting  of  carbon,  hydrogen, 
nitrogen,  and  in  most  cases  also  of  oxygen,  which,  by  their  composition, 
show  a  relationship  not  only  among  themselves,  but  also  with  uric  acid. 

i^Zeitschr.  f.  physiol.  Chem.,  Bd.  33. 
'Pauger's  Arch.,  Bd.  54. 
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All  these  bodies,  uric  acid  included,  are  considered  as  consisting  of  an. 

alloxuric  and  an  urea  nucleus,  and  for  this  reason  Kossel  and  Kkuger  have 

called  them  alloxuric  bases,  or  the  entire  group,  including  nric  acid,  alloxuric 

bodies.     According  to  E.  Fischer,"  who  has  not  only  shown,  in  several 

rt^ays,  the  close  relationship  of  aric  acid  to  this  group,  hut  has  also  prepared 

a  number  of  the  members  of  this  group  synthetically,  they  are  all  derived 

from   a  combination  C^H^N^,  purin,  having   a   carbon-nitrogen   nucleus, 

the  parin  nucleus,  as  basis.     Purin,  according  to  Fischer,  has  the  formula, 

N=CH 

1-      \  . 

HO         C— NH. 

II  II  /^CH,  and  the  different  purin  bodies  are  derived  therefrom 

N_    0—  N  ^ 

by  the  substitution  of  the  various  hydrogen  atoms  by  hydroxyl,  amid,  or 
alkyl  groups.  In  order  to  signify  the  different  positions  of  substitution 
Fischer  has  proposed  to  number  the  nine  members  of  the  pnrin  nucleus  in 
the  following  way : 

IN— 06 

20  50— ]Sr7\ 

.        I       I  >8. 

3N"— 0— N  / 
4       9 

HN— CO 

I  I 

CO       C— NH. 
For  example :    uric  acid,       |  ||  /CO,     is    2,    6,    8-trioxypurin,    adeiiin 

HN  — C— NH/ 

N=CNHj  HN— CO 

HC    C—  N^  CO  C— N  .  CH, 

II      II         ,,^CH  =  6  amidopurin,  and  heteroxanthin       |       ||        Xnir  =  7  methvl- 
N=C-N#^  HN— C-N,;^'^^ 

3,  6  dioxypu/in,  etc. 

The  starling-point  used  by  Fischer  for  the  synthetical  preparation  of  the  purin  bases 
was  2,  6,  8  Irichlorpurin,  which  is  obtained,  with  8oxy-2,  6-dichlorpurin  as  intermedi- 
ary products,  from  potassium  urate  and  phosphorus  oxycliloride.  The  close  relation 
between  uric  acid  and  the  nuclein  bases  follows  from  the  fact,  as  shown  by  Sundvik,' 
that  two  bodies  may  be  obtained  on  the  reduction  of  uric  acid  in  alkaline  solution, 
which,  although  not  quite  identical  with  xanthiu  and  hypoxanthin,  are  at  least  very 
similar  thereto.  Gautibh'  claims  to  have  prepared  xanthin  synthetically  by  healing 
hydrocyanic  acid  with  water  and  acetic  acid.* 

'  See  Fischer,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  30. 

»  Zeitschr.  f.  physiol.  Chem.; 'Bd.  23. 

»  Compt.  rend  ,  Tome  98,  p.  1523,  and  Ber.  d.  deutsch.  chem.  Gesellsch.,  31. 

*  E.  FiscHBR  gives  a  very  instructive  summary  and  review  of  his  investigations  on  the 
purin  bodies  and  the  most  important  chemical  facts  in  regard  to  this  subject  in  Ber.  d. 
deutsch.  chem.  Gesellsch.,  Bd.  32,  S.  535. 
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Tlie  purin  bodies  or  alloxnric  bodies  found  in  the  animal  body  or  its 
extract  are  as  follows:  tiric  acid,  xanthtn,  heteroxanthin  (7-methylxanthin), 
1-methylxanthin,  paraxanthin  (1,  7-dimethylxanthin),  guanin,  epiguanin, 
hypoxanthin  (sarkin),  episarhin,  adenin,  and  carnin.  The  bodies,  theo- 
hromin  (3,  7-dimethylxanthin),  theophylin  (1,  3-dimethylxanthin),  and 
caffein  (1,  3,  7-trim.ethylxanthin)  occurring  in  the  vegetable  kingdom  stand 
in  close  relationship  to  this  group. 

The  composition  of  tliese  bodies  occurring  in  the  animal  body  is  as  follows  : 

Uric  acid OiiH4N40s 

Xanthin OJI^NiO, 

Heteroxanthin  and  1-methylxanthin C6H6N4O2 

Paraxanthin CiHsNtOa 

Guanin CsHsNsO 

Hypoxanthln C'r,H4NiO 

Adenin  CsHsNj 

Episarkin C.H.NsO  (?) 

Carnin CHbN.Os 

Epiguaniu C,oH,sNsOj 

After  Salomon  had  shown  the  occurrence  of  xanthin  bodies  in  young 
cells  the  importance  of  the  xanthin  bodies  as  decomposition  products  of  cell 
nuclei  and  of  nucleins  was  shown  by  the  pioneering  researches  of  Kossel, 
who  discovered  adenin  and  theophyllin.  Kossel  gave  them  the  name 
nucleiu  bases.  In  those  tissues  in  which,  as  in  the  glands,  the  cells  have 
kept  their  original  state  the  nuclein  bases  are  not  found  free,  but  in  com- 
bination with  other  atomic  groups  (nucleins).  In  such  tissue,  on  the 
contrary,  as  in  muscles,  which  are  poor  in  cell  nuclei,  the  nuclein  bases  are 
found  in  the  free  state.  As  the  nuclein  bases,  as  suggested  by  Kossel, 
stand  in  close  relationship  to  the  cell  nucleus,  it  is  easy  to  understand  why 
the  quantity  of  these  bodies  is  so  greatly  increased  when  large  quantities  of 
nucleated  cells  appear  in  such  places  as  were  before  relatively  poorly 
endowed.  As  an  example  of  this  we  have  in  leucaemia  blood  extremely  rich 
in  leucocytes.  In  such  blood  Kossel'  found  1.04  p.  m.  nuclein  bases, 
against  only  traces  in  the  normal  blood.  That  the  nuclein  bases  are  also 
intermediate  steps  in  the  formation  of  urea  or  uric  acid  in  the  animal 
organism  is  probable,  and  will  be  shown  later  (see  Chapter  XV). 

Only  a  few  of  the  nuclein  bases  have  been  found  in  the  urine  or  in  the 
muscles.  Only  four  bases — xanthin,  guanin,  hypoxanthin,  and  adenin — 
have  been  obtained,  thus  far,  aa  cleavage  products  of  nucleins.  In  regard 
to  the  other  purin  bodies  we  refer  the  reader  to  their  respective  chapters. 
Only  the  above  four  bodies,  the  real  nuclein  bases,  will  be  treated  of  at  this 
time. 


'  Zeilschr.  f.  physiol.  Chem.,  Bd.  7,  S.  23. 
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Of  these  four  bodies  the  xautbin  and  guauin  form  one  special  group  aud  hypoxanthin 
and  adenin  another.  By  the  action  of  nitrous  acid  guauin  is  converted  into  xanthin  and 
adeniu  into  hypoxanthin. 

C5H4N4O.NH  +  HNQ,  =  C.H^N^O,  +  N,  +  H,0 ; 
■      Guanin  Xanthin 

C5H.N..NH  +  HNOa  =  C.H,N.O   +  N,  +  H,0. 
.Idenin  Hypoxanthin 

By  putrefaction  guanin  is  converted  into  xanthin  and  adenin  into  hypoxanthin.  On 
cleavage  with  hydrochloric  acid  all  four  of  the  bodies  are  converted  into  ammonia, 
glycocoll,  carbon  dioxide,  and  formic  acid.  On  oxidation  with  hydrochloric  acid  and 
potassium  chlorate  xanthin,  bromadenin,  and  bromhypoxantliin  yield  alloxan  aud  urea  ; 
guaniu  yields  guanidin,  parabauic  acid  (an  oxidation  product  of  alloxan),  aud  carbon 
dioxide. 

The  nuclein  bases  form  crystalline  salts  with  mineral  acids,  which  are 
decomposed  by  water  with  the  exception  of  the  adenin  salts.  They  are 
easily  dissolved  by  alkalies,  while  with  ammonia  their  action  is  somewhat 
different.  They  are  all  precipitated  from  acid  solution  by  phospho-tungstic 
acid,  also  they  separate  as  a  silver  combination  on  the  addition  of  ammonia 
and  ammoniacal  silver-nitrate  solution.  These  precipitates  are  soluble  in 
boiling  nitric  acid  of  1.1  sp.  gr.  All  xanthin  bodies  with  the  exception  of 
caffein  and  theobromin  are  precipitated  by  Fehling's  solution  (see  Chapter 
XV)  in  the  presence  of  a  reducing  substance  such  as  hydroxylamin 
(Deechsel  and  Balke).  Copper  sulphate  and  sodium  bisulphite  may  also 
be  used  to  advantage  in  their  precipitation  (Keugee  ').  This  behavior  of 
the  xanthin  bases  is  made  use  of  to  the  same  advantage  as  the  silver  solution 
in  their  precipitation  and  preparation. 

HIST— CO 

CO      C— ISTHv 
Xanthin,  C^H.N.O,  =     |         ||  /)CH  =  2,  6-dioxypurin,  is  found 

HN— 0— N    '^ 

in  the  muscles,  liver,  spleen,  pancreas,  kidneys,  testicles,  carp-sperm, 
thymus,  and  brain.  It  occurs  in  small  quantities  as  a  physiological  constit- 
uent of  urine,  and  it  has  been  found  rarely  as  a  urinary  sediment  or 
calculus.  It  was  first  observed  in  such  a  stone  by  Maecet.  Xanthin  is 
found  in  larger  amounts  in  a  few  varieties  of  guano  (Jarvis  guano). 

Xanthin  is  amorphous,  or  forms  granular  masses  of  crystals  or  may  also, 
according  to  Hoebaczewski  '  separate  as  masses  of  shining,  thin,  large 
rhombic  plates  with  1  mol.  water  of  crystallization.  It  is  very  slightly 
soluble  in  water,  in  14,151-14,600  parts  at  -f  16°  C,  and  in  1300-1600 
parts  at  100°  C.  (Almen').  It  is  insoluble  in  alcohol  or  ether,  but  is 
readily  dissolved  by  alkalies  and  with  difficulty  by  dilute  acids.  "With 
hydrochloric   acid   it   gives   a  crystalline,  difficultly   soluble   combination. 

'Balke,  ziir  Kenulniss  der  XanthinkSrper,  Inaug. -Diss.     Leipzig,  1893; — Krtlger, 
Zeitschr.  f.  phyisiol.  Chem.,  Bd.  18. 
'  Zeitschr.  f.  physiol.  Chem.,  Bd.  33. 
"  Journ.  f.  prakt.  Chem  ,  Bd.  96. 
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With  very  little  caustic  soda  it  gives  a  readily  crystallizable  combiaation, 
■which  is  easily  dissolved  by  an  excess  of  alkali.  Xanthin  dissolved  ;  in. 
ammonia  gives  with  silver  nitrate  an  insoluble,  gelatinous  precipitate  of 
xanthin  silver.  This  precipitate  is  dissolved  by  hot  nitric  acid,  and  by  this 
means  an  easily  soluble  crystalline  double  combination  is  formed.  A  watery 
xanthin  solution  is  precipitated  on  boiling  with  copper  acetate.  At 
ordinary  temperatures  xanthin  is  precipitated  by  mercuric  chloride  and  by 
ammoniacal  basic  lead  acetate.  It  is  not  precipitated  with  basic  lead 
acetate  alone. 

When  evaporated  to  dryness  in  a  porcelain  dish  with  nitric  acid  xanthin 
gives  a  yellow  residue,  which  turns,  on  the  addition  of  caustic  soda,  first 
red,  and,  after  heating,  purple-red.  If  we  add  some  chloride  of  lime  to 
some  caustic  soda  in  a  porcelain  dish  and  add  the  xanthin  to  this  mixture, 
at  first  a  dark  green  and  then  quickly  a  brownish  halo  forms  around  the 
xanthin  grains  and  then  disappears  (Hoppe-Seyler).  If,  xanthin  be 
warmed  in  a  small  vessel  on  the  water-bath  with  chlorine-water  and  a  trace 
of  nitric  acid  and  evaporated  to  dryness,  when  the  residue  is  exposed  under 
a  bell-Jar  to  the  vapors  of  ammonia  a  red  or  purple-violet  color  is  produced 
(Weidel's  reaction).  E.  Fischer'  has  modified  Weidel'5  reaction  in  the 
following  way.  He  boils  the  xanthin  in  a  test-tube  with  chlorine-water  or 
with  hydrochloric  acid  and  a  little  potassium  chlorate,  then  evaporates  the 
liquid  carefully  and  moistens  the  dry  residue  with,  ammonia. 

HN— CO 

I        \ 
Guanin,  CbH.N.O  =  (H^)C      C— NH 

»(|r J! -j^^OH  =  2    Amino  -  6  -  oxypurin. 

Guanin  is  found  in  organs  rich  in  cells,  such  as  the  liver,  spleen,  pancreas, 
testicles,  and  in  salmon-sperm.  It  is  further  found  in  the  muscles  (in  very 
small  amounts),  in  the  scales  and  in  the  air-bladder  of  certain  fishes  as 
iridescent  crystals  of  guanin  lime;  in  the  retina  epithelium  of  fishes,  in 
guano,  and  in  the  excrement  of  spiders  it  is  found  as  chief  constituent.  It 
also  occurs  in  human  and  pig  urine.  Under  pathological  conditions  it  has 
been  found  in  leucaemio  blood,  and  in  the  muscles,  ligaments,  and  articula- 
tions of  pigs  with  guanin  gout. 

Guanin  is  a  colorless,  ordinarily  amorphous  powder  which  may  be 
obtained  as  small  crystals  by  allowing  its  solution  in  concentrated  ammonia 
to  spontaneously  evaporate.  According  to  Horbaczewski  it  may  under 
certain  conditions  appear  in  crystals,  similar  to  ceratinin  zinc  chloride. 
It  is  nearly  insoluble  in  water,  alcohol,  and  ether.  It  is  rather  easily  dis- 
solved by  mineral  acids  and  readily  by  alkalies,  but  it  dissolves  with  great 


'  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  30,  S.  2336. 
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difficalty  in  ammonia.  According  to  Wulff  '  100  c.c.  of  cold  ammonia 
solution  containing  1,  3,  and  5^  NH,  dissolve  9,  15,  and  19  milligrammes 
guanin  respectively.  The  solubility  is  relatively  increased  in  hot  ammonia 
solution.  The  hydrochloric-acid  salt  readily  crystallizes,  and  this  has  been 
recomnaended  by  Kossel'  ia  the  microscopical  detection  of  guanin  on 
accoant  of  its  behavior  to  polarized  light.  The  sulphate  contains  2  mols. 
water  of  crystallization,  which  is  completely  expelled  on  heating  to  120°  C, 
and  for  this  reason  as  well  as  the  fact  that  guanin  yields  guanidin  on 
decomposition  with  chlorine- water  differentiates  it  from  6-amino-2-oxypnrin, 
which  is  considered  as  an  oxidation  product  of  adenin  and  possibly  occurs 
as  a  chemical  metabolic  product  (E.  Fischer).  The  6-amino-2-oxypnrin 
sulphate  contains  only  1  mol.  water  of  crystallization,  which  is  not  expelled 
at  120°  C.  Very  dilute  guanin  solutions  are  precipitated  by  both  picric 
acid  and  metaphosphoric  acid.  These  precipitates  may  be  used  in  the 
quantitative-estimation  of  guanin.  The  silver  combination  dissolves  with 
difficulty  in  boiling  nitric  acid,  and  on  cooling  the  double  combination 
crystallizes  out  readily.  Guanin  acts  like  xanthin  in  the  nitric-acid  test, 
but  gives  with  alkalies  on  heating  a  more  bluish-violet  color.  A  warm  solu- 
tion of  guanin  hydrochloride  gives  with  a  cold  saturated  solution  of  picric 
acid  a  yellow  precipitate  consisting  of  silky  needles  (CapraisICa).  With  a 
concentrated  solution  of  potassium  bichromate  a  guanin  solution  gives  a 
crystalline,  orange-red  precipitate,  and  with  a  concentrated  solution  of 
potassium  ferricyanide  a  yellowish-brown,  crystalline  precipitate  (Capra- 
nica).  The  composition  of  these  and  other  guanin  combinations  has  been 
studied  by  Kossel  and  Wulff."     Guanin  does  not  give  Weidel's  reaction. 

HN— CO 

I       I 
Hypoxanthin  or  Sarkin,  C^H^N.O  =  HC     C— NH 

]1_C_N>CH  =  6-oxypurin. 

This  body  is  found  in  the  same  tissues  as  xanthin.  It  is  especially  abun- 
dant in  the  sperm  of  the  salmon  and  carp.  Hypoxanthin  occurs  also  in  the 
marrow  and  in  very  small  quantities  in  normal  urine,  and,  as  it  seems,  also 
in  milk.  It  is  found  in  rather  considerable  quantities  in  the  blood  and 
urine  in  leucaemia. 

Hypoxanthin  forms  very  small  colorless  crystalline  needles.  It  dissolves 
with  difficulty  in  cold  water,  but  the  statements  in  regard  to  the  solubility 
therein  are  very  contradictory.*     It  dissolves  more  readily  in  boiling  water,' 

'  Zeitschr.  f.  physiol.  Cliem.,  Bd.  17. 

'  Ueber  die  chem.  Zusammenseti!  der  Zelle,  Verb.  d.  physiol.  Gesellsch.  zu  Berlin, 
1890-91,  Nos.  5  and  6. 

'  Zeitscbr.  f.  physiol.  Chcm.,  Bd.  17  ;  Capranlca,  ibid.,  Bd.  4. 
*  See  E.  Fischer,  Ber.  d.  deiitsch.  cbein.  Gesellsch.,  Bd.  80. 
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In  about  70-80  parts.  It  is  nearly  insoluble  in  alcohol,  but  is  dissolved  by 
.acids  and  alkalies.  The  combination  with  hydrochloric  acid  is  crystalline, 
l)ut  is  more  soluble  than  the  corresponding  xanthin  combination.  This 
combination  is  easily  soluble  in  dilute  alkalies  and  ammonia.  The  silver 
combination  dissolves  with  difficulty  in  boiling  nitric  acid.  On  cooling  a 
mixture  of  two  hypoxanthin  silver-nitrate  combinations  not  having  a  con- 
stant composition  separates  out.  On  treating  this  mixture  with  ammonia 
and  excess  of  silver  nitrate  in  the  watmth,  a  hypoxanthin  silver  combination 
is  formed  which  when  dried  at  120°  0.  has  a  constant  composition, 
3(C,H,Ag,N,0)H,0,  and  which  is  used  in  the  quantitative  estimation  of 
hypoxanthin.  Hypoxanthin  picrate  is  soluble  with  difficulty,  but  if  a 
hoiling-hot  solution  of  the  same  is  treated  with  a  neutral  or  only  faintly 
acid  solution  of  silver  nitrate  the  hypoxanthin  is  nearly  quantitatively  pre- 
cipitated as  the  compound  0,H,AgN,0.C,H,(N0,)30H.  Hypoxanthin 
does  not  yield  an  insoluble  compound  with  metaphosphbric  acid.  When 
treated,  like  xanthin,  with  nitric  acid  it  yields  a  nearly  colorless  residue 
which  on  warming  with  alkali  does  not  tnrn  red.  Hypoxanthin  does  not 
give  Weidel's  reaction.  After  the  action  of  hydrochloric  acid  and  zinc  a 
hypoxanthin  solution  becomes  first  ruby-red  and  then  brownish  red  in  color 
-on  the  addition  of  an  excess  of  alkali  (Kossel).  According  to  E.  Fischer  ' 
a  red  coloration  occurs  even  in  the  acid  solution. 
N=C.NH, 

Adenin,  G.H^N.  =  HC     C— TST^. 

II      II  y^OH  =  6-aminopurin  was  first  found 

N— G— Ng^ 
by   Kossel'   in   the   pancreas.     Ix   occurs  in  all  nucleated  cells,  but  in 
.greatest  quantities  in  the  sperm  of  the  carp  and  in  the  thymus.     Adenin 
has  also  been  found  in  leucaemic  urine  (Stadthagen  ').    It  may  be  obtained 
in  large  quantities  from  tea-leaves. 

Adenin  crystallizes  with  3  mol.  water  of  crystallization  in  long  needles 
which  become  opaque  gradually  in  the  air,  but  niuch  more  rapidly  when 
warmed.  If  the  crystals  are  warmed  slowly  with  a  quantity  of  water 
insufficient  for  solution,  they  become  suddenly  cloudy  at  53°  C,  a  charac- 
teristic reaction  for  adenin.  It  dissolves  in  1086  parts  cold  water,  but  is 
easily  soluble  in  warm.  It  is  insoluble  in  ether,  but  somewhat  soluble  in 
hot  alcohol.  Adenin  is  easily  soluble  in  acids  and  alkalies.  It  is  more  easily 
soluble  in  ammonia  solution  than  guanin,  but  less  soluble  than  hypoxanthin. 
The  silver  combination  of  adenin  is  difficultly  soluble  in  warm  nitric  acid, 
and  deposits  on  cooling  as  a  crystalline  mixture  of  adenin  silver  nitrates. 

'  Kossel,  Zeilschr.  f.  p&ysiol.  Cbeiii.,  Bd.  13,  S.  253;  E.  Fischer,  1.  c. 

5  See  Zeitsclir.  f.  physiol.  Chera.,  Bdd.  10  and  12. 

'  Virchow's  Arch.,  Bd!  109.  -' 
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With  picric  acid  adenin  forms  a  compound,  0,H5Nj.C,H,(N0,),0H,  which 
is  very  insoluble  and  which  separates  more  readily  than  the  hypoxanthin 
picrate  and  which  can  be  used  in  the  quantitative  estimation  of  adenin. 
We  also  have  an  adenin  mercury  picrate.  Adenin  gives  a  precipitate  which 
dissolves  in  an  excess  of  the  acid,  with  metaphosphoric  acid,  if  the  solution 
is  not  too  dilute.  Adenin  hydrochloride  gives  with  gold  chloride  a  double 
combination  which  consists  in  part  of  leaf-shaped  aggregations  and  in  part 
of  cubical  or  prismatic  crystals,  often  with  rounded  corners.  This  com- 
pound is  used  in  the  microscopic  detection  of  adenin.  With  the  nitric-acid 
test  and  with  Weidel's  reaction  adenin'  acts  in  the  same  way  as  hypoxan- 
thin. The  same  is  true  for  its  behavior  to  hydrochloric  acid  and  zinc  and 
subsequent  addition  of  alkali. 

The  principle  for  the  preparation  and  detection  of  the  four  above- 
described  xanthiu  bodies  in  organs  and  tissues  is,  according  to  Kossel  and 
his  pupils,  as  follows:  The  finely  divided  organ  or  tissue  is  boiled  for  three 
or  four  hours  with  sulphuric  acid  of  about  5  p.  m.  The  filtered  liquid  is 
freed  from  proteid  by  basic  lead  acetate,  and  the  new  filtrate  is  treated  with 
sulphuretted  hydrogen  to  remove  the  lead,  again  filtered,  concentrated, 
and,  after  adding  an  excess  of  ammonia,  precipitated  with  ammoniacal 
silver  nitrate.  The  silver  combination  (with  the  addition  of  some  urea  to 
prevent  nitrification)  is  dissolved  in  not  too  large  a  quantity  of  boiling  nitric 
acid  of  sp.  gr.  l.l,  and  this  solution  filtered  boiling  hot.  On  cooling  the 
xanthin  silver  remains  in  the  solution,  while  the  double  combination  of 
guanin,  hypoxanthin,  and  adenin  crystallizes  out.  The  xanthin  silver  may 
be  precipitated  from  the  filtrate  by  the  addition  of  ammonia,  and  the 
xanthin  set  free  by  means  of  sulphuretted  hydrogen.  The  three  above- 
mentioned  silver  nitrate  combinations  are  decomposed  in  water  with 
ammonium  sulphide  and  heat;  the  silver  sulphide  is  filtered,  the  filtrate 
concentrated,  saturated  with  ammonia,  and  digested  on  the  water-bath. 
The  guanin  remains  undissolved,  while  the  other  two  bases  pass  into  solu- 
tion. A  part  of  the  guanin  is  still  retained  by  the  silver  sulphide,  and  may 
be  liberated  by  boiling  it  with  dilute  hydrochloric  acid  and  then  saturating 
the  filtrate  with  ammonia.  When  the  above  filtrate,  containing  the  adenin 
and  hypoxanthin,  which  has  been,  if  necessary,  freed  from  ammonia  by 
evaporation,  is  allowed  to  cool,  the  adenin  separates,  while  the  hypoxanthin 
remains  in  solution.  According  to  Balke  '  we  can  to  advantage  precipitate 
the  xanthin  bases  with  copper  salt  and  hydroxylamin  as  above  mentioned 
and  then  farther  separate  the  bodies. 

The  prominent  points  in  the  above  method  are  made  use  of  in  the  quan- 
titative estimation  of  xanthin  bodies.  The  xanthin  is  weighed  as  xanthin 
silver.  The  three  silver  nitrate  combinations  are  transformed  into  the- 
corresponding  silver  combination  by  the  addition  of  ammonia  with  silver 
nitrate  and  then  this  acted  on,  after  thorough  washing,  by  ammonium 
sulphide.  Guanin  is  weighed  as  such.  The  ammoniacal  filtrate  containing 
the  adenin  and  hypoxanthin,  and  which  must  not  be  mixed  with  the  hydro- 
qhloric-acid  extract  of  the  silver  sulphide,  is  neutralized  and  treated  with  a 

'  1.  c. 
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cold  coacenfcrated  solution  of  sodium  picrate  uatil  the  solution  is  pro- 
nouncedly yellow.  The  adenin  picrate  is  filtered  off  immediately,  washed 
on  the  filter  with  water,  dried  at  above  100°  C,  and  weighed.  The  filtrate 
containing  the  hypoxanthiu  is  gradually  treated,  while  boiling  hot,  with 
silver  nitrate,  and  when  cold  treated  with  silver  nitrate  to  see  whether 
precipitation  has  been  complete.  The  hypoxanthin  picrate  is  washed,  dried 
at  100°  C,  and  weighed.  In  regard  to  the  composition  of  these  compounds 
see  pages  119  and  130.  This  method  of  separating  adenin  and  hypoxanthin 
presupposes  that  the  liquid  does  not  contain  any  hydrochloric  acid. 

The  above  method  of  separation  with  ammonia  does  not  give  exact 
results  on  account  of  the  not  inconsiderable  solubility  of  guanin  in  warm 
ammonia.  According  to  Kossel  and  Wulff  '  the  gnanin  may  therefore  b& 
precipitated  from  sufficiently  dilute  solutions  by  an  excess  of  metaphos- 
phoric  acid  and  the  nitrogen  determined  in  the  washed  precipitate  by 
Kjeldahl's  method.  The  adenin  and  hypoxanthin  may  be  precipitated 
from  the  filtrate  by  ammoniacal  silver  nitrate.  The  silver  compound  is 
decomposed  with  very  dilate  hydrochloric  acid  and  the  adenin  separateJ. 
from  the  hypoxanthin  according  to  the  suggestion  of  Beuhns." 

Mineral  bodies  are  never-failing  constituents  of  the  cell.  These  mineral 
bodies  are  potassium,  sodium,  calcium,  magnesium,,  iron,  phosphoric  acid, 
and  chlorine.  In  regard  to  the  alkalies  we  find  in  general  in  the  animal 
organism  that  the  sodium  combinations  are  more  abundant  in  the  fiuids, 
and  the  potassium  combinations  in  the  form-constituents  and  in  the  proto- 
plasm. Corresponding  to  this  the  cell  contains  potassium,  chiefiy  as  phos- 
phate, while  the  sodium  and  chlorine  combinations  occur  less  abundantly. 
According  to  the  ordinary  views  the  potassium  combinations,  especially  the 
potassium  phosphate,  are  of  the  greatest  importance  for  the  life  and 
development  of  the  cell,  even  though  we  do  not  know  the  nature  of  the 
importance. 

In  regard  to  the  phosphoric  acid  there  seems  to  be  no  doubt  that  its 
importance  lies  chiefiy  in  that  it  takes  part  in  the  formation  of  lecithins  and 
nucleins  and  thereby  indirectly  makes  possible  the  processes  of  growth  and 
division,  which  are  dependent  upon  the  cell  nucleus.  Loew°  has  shown, 
by  means  of  cultivation  experiments  on  algSB  Spirogyra,  that  only  on  the 
supplying  of  phosphate  (in  his  experiments  potassium  phosphate)  was  the 
nutrition  of  the  cell  nucleus  made  possible,  and  thereby  the  growth  and 
division  of  the  cells.  The  cells  of  the  Spirogyra  can  be  kept  alive  and 
indeed  produce  starch  and  proteids  for  some  time  without  a  supply  of 
phosphates,  but  its  growth  and  propagation  suffer. 

Iron  seems  to  occur  especially  in  the  nucleus,  because  the  nucleins  are 
very  rich  therein.  The  regular  occurrence  of  earthy  phosphates  in  all  cells 
and  tissues,  as  also  the  difiiculty  or  rather  the  impossibility  of  separating 

•       '  Zeitschr.  f.  physiol.  Cliem.,  Bd.  17. 
'  Ibid.,  Bd.  14.  S.  559. 
'  Biologisches  Ceiitralbl.,  Bd„  11,  1891,  S._269. 
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these  bodies  from  the  protein  bodies  without  modifying  them,  leads  to  the 
supposition  that  these  mineral  bodies  are  of  unknown  but  nevertheless  great 
importance  for  the  life  of  the  cell,  as  well  as  the  chemical  processes  going 
■on  within  them.  The  necessity  of  lime  salts  for  plants,  with  the  exception 
of  certain  lower  forms,  has  been  shown  by  the  investigations  of  Loew' 
and  others. 

'  See  Botadisches  Centralbl.,  Bd.  74. 


CHAPTER  VI. 

THE   BLOOD. 

The  blood  is  to  be  considered  from  a  certain  standpoint  as  a  fluid  tissue, 
and  it  consists  of  a  transparent  liquid,  the  blood-plasma,  in  which  a  vast 
number  of  solid  particles,  the  red  and  white  blood-corpuscles  (and  the  blood- 
plaies)  are  suspended.  We  also  find  in  blood  granules  of  different  kinds, 
which  are  to  be  considered  as  transformation  products  of  the  form-elements.' 

Outside  of  the  organism  the  blood,  as  is  well  known,  coagulates  more  or 
less  quickly;  but  this  coagulation  is  accomplished  generally  in  a  few  minutes 
after  leaving  the  body.  All  varieties  of  blood  do  not  coagulate  with  the 
same  degree  of  rapidity.  Some  coagulate  more  quickly,  others  more  slowly. 
In  vertebrates  with  nucleated  blood  corpuscles  (birds,  reptiles,  batrachia, 
and  fishes)  Delezenne  "  has  shown  that  the  blood  coagulates  very  slowly, 
if  it  is  collected  under  precantions  so  that  it  does  not  come  in  contact  with 
the  tissues.  On  contact  with  the  tissues  or  with  the  tissue  extract  they 
coagulate  in  a  few  minutes.  The  blood  of  non-nucleated  blood-corpuscles 
(mammals)  coagulates,  on  the  contrary,  very  rapidly.  Among  the  varieties 
of  blood  of  mammals  thus  far  investigated  the  blood  of  the  horse  coagulates 
most  slowly.  The  coagulation  may  be  more  or  less  retarded  by  quickly 
cooling;  and  if  we  allow  equine  blood  to  flow  directly  from  the  vein  into  a 
^lass  cylinder  which  is  not  too  wide  and  which  has  been  cooled,  and  let  it 
stand  at  0"  C,  the  blood  may  be  kept  fluid  for  several  days.  An  upper, 
amber-yellow  layer  of  plasma  gradually  separates  from  a  lower,  red  layer 
composed  of  blood-corpuscles  with  only  a  little  plasma.  Between  these  we 
observe  a  whitish-gray  layer,  which  consists  of  white  blood-corpuscles. 

The  plasma  thus  obtained  and  filtered  is  a  clear  amber-yellow  alkaline 
liquid  which  remains  fluid  for  some  time  when  kept  at  0°  C,  but  soon 
coagulates  at  the  ordinary  temperature. 

The  coagulation  of  the  blood  may  be  prevented  in  other  ways.  After 
the  injection  of  peptone  or,  more  correctly,  albumose  solutions  into  the 
blood  (in  the  living  dog),  the  blood  does  not  coagulate  on  leaving  the  veins 
(Fano,  Schmidt-Mulheim  °).     The  plasma  obtained  from  such  blood  by 

'  See  LatscUenberger,  Wieii.  Sitziiogsber.,  Bd.  105. 

'  Compt.  rend.  Soc.  de  Biol.,  Tome  49. 

•Fano,  Du  Bois-Reymond's  Arch.,  1881;  Schmidt-Mulheiui,  ibid.,  1880. 

133  •' 
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means  of  centrifugal  force  is  called  " peptoiie-plasma.'"'  According  to 
Aethus  and  Hubee  '  the  caseoses  and  gelatoses  act  similar  to  fibrin  albn- 
moses  in  dogs.  The  coagulation  of  the  blood  of  warm-blooded  animals  is 
prevented  by  the  injection  of  an  effusion  of  the  mouth  of  the  officinal  leech 
into  the  blood-carrent  (Hayceaft  ").  If  we  allow  the  blood  to  flow 
directly,  while  we  stir  it,  into  a  neutral  salt  solution — best  a  saturated 
magnesium-sulphate  solution  (1  vol.  salt  solution  and  3  vols,  blood) — we 
obtain  a  mixture  of  blood  and  salt  which  remains  uncoagulated  for  several 
days.  The  blood-corpuscles  which,  because  of  their  adhesiveness  and 
elasticity,  would  otherwise  pass  easily  through  the  pores  of  the  filter-paper 
are  made  solid  and  stiff  by  the  salt,  so  that  they  may  be  easily  filtered. 
The  plasma  thus  obtained,  which  does  not  coagulate  spontaneously,  is  called 
"  salt-plasma." 

An  especially  good  method  of  presenting  coagulation  of  blood  consists 
in  drawing  the  blood  into  a  dilute  solution  of  potassium  oxalate,  so  that  the 
mixture  contains  0.1,^  oxalate  (Arthus  and  Pages  ').  The  soluble  calcium: 
salts  of  the  blood  are  precipitated  by  the  oxalate,  and  hence  the  blood  loses 
its  coagulability.  On  the  other  hand  Hoene*  found  that  chlorides  of 
calcium,  bariom,  and  strontium,  when  present  in  large  amounts  (3-3^)  may 
prevent  coagulation  for  several  days. 

On  coagulation  there  separates  in  the  previously  fluid  blood  an  insoluble 
or  a  very  difficultly  soluble  albuminous  svibstance,  Jibrin.  When  this  sepa- 
ration takes  place  without  stirring,  the  blood  coagulates  to  a  solid  mass 
which,  when  carefully  severed  from  the  sides  of  the  vessel,  contracts,  and  a 
clear,  generally  yellow-colored  liquid,  the  Mood-serum,  exudes.  The  solid 
coagulum  which  encloses  the  blood-corpuscles  is  called  the  ilood-clot 
(placenta  sanguinis).  If  the  blood  is  beaten  during  coagulation,  the  fibrin 
separates  in  elastic  threads  or  fibrous  masses,  and  the  defibrinated  blood 
which  separates  is  sometimes  called  cruor,"  and  consists  of  blood-corpuscles 
and  blood-serum.  Defibrinated  blood  consists  of  blood-corpuscles  and 
serum,  while  uncoagulated  blood  consists  of  blood -corpuscles  and  blood- 
plasma.  The  essential  chemical  difference  between  blood-serum  and  blood- 
plasma    is    that    the   blood-serum    does    not   contain    even    traces   of   the 

mother-substance  of  fibrin,  the  fibrinogen,  which  existk  in  the  blood-plasma, 

^^^ ^ 

'  Arch,  de  physiol.  (5),  8. 

'  Proc.  pliysTol.  Soc.  1884,  p.  13,  and  Arcb.  f.  exp.  Path.  u.  Phavm.  18. 

2  Archives  de  Physiol.  (5),  2  and  Compt.  rend.  112. 

■•  Journ.  of  Physiol.,  Vol.  19. 

'  The  name  cruor  Is  used  in  different  senses.  We  sometimes  understand  thereby 
only  the  blood  when  coagulated  to  a  red  Folid  mass,  in  other  cases  the  blood-clot  after 
the  separation  of  the  serum,  and  lastly  the  sediment  consisting  of  red  blood-corpuscles 
which  is  obtained  from  defibrinated  blood  by  means  of  cenlrifugal  force  or  by  letting  it 
stand. 
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and  the  serum  is  proportionally  richer  in  another  body,  the  fibrin  ferment 
(see  page  127). 

I,  Blood-plasma  and  Blood- serum. 

The  Blood-plasma. 

In  the  coagulation  of  the  blood  a  chemical  transformation  takes  place  in 
the  plasma.  A  part  of  the  proteids  separates  as  insoluble  fibrin.  The 
albnminons  bodies  of  the  plasma  must  therefore  be  first  described.  T-hey 
are,  as  far  as  we  known  at  present,  fibrinogeii,  serglohuUn,  and  seralbumin. 

Fibrinogen  occurs  in  blood -plasma,  chyle,  lymph,  and  in  certain  transu- 
dations and  exudations."  It  has  the  general  properties  of  the  globulins,  but 
differs  from  other  globulins  as  follows:  In  a  moist  condition  it  forms  white 
flakes  which  are  soluble  in  dilute  common-salt  solutions,  and  which  easily 
conglomerate  into  tough,  elastic  masses  or  lumps.  The  solution  in  NaCl 
of  5-10$^  coagulates  on  heating  to  +  52-55°  C,  and  the  faintly  alkaline 
or  nearly  neutral  weak  salt  solution  coagulates  at  -|-  56°  C,  or  at  exactly 
the  same  temperature  at  which  the  blood-plasma  coagulates.  Fibrinogen 
solutions  are  precipitated  by  an  equal  volume  of  a  saturated  common-salt 
solution,  and  are  completely  precipitated  by  adding  an  excess  of  NaCl  in 
substance  (thus  differing  from  serglobulin).  A  salt-free  solution  of 
fibrinogen  in  as  little  alkali  as  possible  gives  with  CaCl,,  a  precipitate  con- 
taining calcium  and  soon  becoming  insoluble.  In  the  presence  of  NaCl  or 
by  the  addition  of  an  excess  of  CaCl,  the  precipitate  does  not  appear."  It 
differs  from  myosin  of  the  muscles,  which,  coagulates  at  about  the  same 
temperature,  and  from  other  albuminous  bodies,  in  the  property  of  being 
converted  into  fibrin  under  certain  conditions.  Fibrinogen  has  a  strong 
decomposing  action  on  hydrogen  peroxide.  It  is  quickly  made  insoluble  by 
precipitation  with  water  or  with  dilute  acids.'  Its  specific  rotation  is 
a{J))  =  —  52.5°  according  to  Mittelbach.' 

Fibrinogen  may  be  easily  separated  from  the  salt-plasma  or  oxalate 
plasma  by  precipitation  with  an  equal  volume  of  a  saturated  NaCl  solution. 
For  further  purification  the  precipitate  is  pressed,  redissolved  in  an  8^  salt 
solution,  the  filtrate  precipitated  by  a  saturated-salt  solution  as  above,  and 
after  precipitating  in  this  way  three  times,  the  precipitate  at  last  obtained 
is  pressed  between  filter-paper  and  finely  divided  in  water.  The  fibrinogen 
dissolves  with  the  aid  of  the  small  amount  of  NaCl  contained  in  itself,  and 

'  The  question  as  to  the  occurrence  of  other  fibrinogens  (WooLnRiDGB)  will  be 
spoken  of  in  connection  With  the  complete  discussion  of  the  coagulation  of  the  blood. 
(See  further  on.) 

'  See  Hammarsten,  Zeitschr.  f.  physiol.  Chem.,  Bd.  33;  Cramer,  ibid.,  Bd.  33. 

'  lu  regard  to  fibrinogen  the  reader  is  referred  to  the  author's  investigations.  Pflil- 
Cer's  Arcliiv.,  Bdd.  19  and  33. 

••  Zeitschr.  f.  physiol.  Chem.,  Bd.  19. 
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the  solution  may  be  made  salt-free  by  dialysis  with  very  faintly  alkaline 
water.  Fibrinogen  may  also,  according  to  Rete,"  be  prepared  by  frac- 
tionally precipitating  the  plasma  with  a  saturated  solution  of  ammonium 
sulphate.  We  have  no  investigations  as  regards  the  purity  of  the  fibrinogen 
so  prepared.  From  transudations  we  ordinarily  obtain  a  fibrinogen  which 
is  strongly  contaminated  with  lecithin  and  which  can  hardly  be  purified 
without  decomposing.  The  methods  for  the  detection  and  quantitative 
estimationof  fibrinogen  in  a  liquid  used  to  be  based  on  its  property  of 
yielding  fibrin  on  the  addition  of  a  little  blood,  of  serum,  or  of  fibrin 
ferment^  Eeye  has  suggested  the  fractional  precipitation  with  ammonium 
sulphate  as  a  quantitative  method.  The  value  of  this  method  has  not  been 
sufficiently  tested. 

The  fibrinogen  stands  in  close  relation  to  its  transformation-product,  the 
fibrin. 

Fibrin  is  the  name  of  that  proteid  body  which  separates  on  the  so-called 
spontaneous  coagulation  of  blood,  lymph,  and  transudation,  as  also  in  the 
coagulation  of  a  fibrinogen  solution  after  the  addition  of  serum  or  fibrin 
ferment  (see  below). 

If  the  blood  is  beaten  during  coagulation,  the  fibrin  separates  in  elastic, 
fibrous  masses.  The  fibrin  of  the  blood-clot  may  be  beaten  to  small,  less 
elastic,  and  not  particularly  fibrous  lumps.  The  typical,  fibrous,  and  elastic 
white  fibrin,  after  washing,  stands  in  regard  to  its  solubility  close  to  the 
coagulated  proteids.  It  is  insoluble  in  water,  alcohol,  or  ether.  It  expands 
in  hydrochloric  acid  of  1  p.  m.,  as  also  in  caustic  potash  or  soda  of  1  p.  m., 
to  a  gelatinous  mass,  which  dissolves  at  the  ordinary  temperature  only  after 
several  days,  but  at  the  temperature  of  the  body  it  dissolves  more  readily 
but  still  slowly.  Fibrin  may  be  dissolved  by  dilute  salt  solutions  after  a 
long  time  at  the  ordinary  temperature  or  much  more  readily  at  40°  C,  and 
this  solution  takes  place,  according  to  Aethus  and  Htjber  and  also 
Dastee,"  without  the  aid  of  micro-organisms.  According  to  Geeen  and 
Dasteb  '  two  globulins  are  formed  in  this  solution  of  fibrin.  Fibrin  deconi- 
poses  hydrogen  peroxide,  but  this  property  is  destroyed  by  heating  or  by  the 
action  of  alcohol. 

What  has  been  said  of  the  solubility  of  fibrin  relates  only  to  the  typical 
fibrin  obtained  from  the  arterial  blood  of  mammals  or  man  by  whipping  and 
washing  first  with  water  and  with  common-salt  solution,  and  then  with 
water  again.  The  blood  of  various  kinds  of  animals  yields  fibrin  with 
somewhat  different  properties,  and  according  to  Fermi  '  pig-fibrin  dissolves 
much  more  readily  in  hydrochloric  acid  of  5  p.  m.  than  ox-fibrin.     Fibrins 

'  W".  Reye,  Ueber  Nachweis  und  Beslimmung  des  Fibrinogens,  Ina\ig.-Dias.,  Strass- 
burg,  1898. 

'  Artliui-  ami  Huber,  Arch,  de  pbysiol.  (5),  Tome  5  ;  Dastre,  ibid.  (5),  Tome  7. 
'  Green,  Journ.  of  Physiol.  Vol.  8;  Dastre,  1.  c. 
*  Zeitschr.  f.  Biologie,  Bd.  28. 
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of  varying  purity  or  originating  from  blood  from  differeht  parts  of  the  body 
have  unlike  solubilities. 

The  fibrin  obtained  by  beating  the  blood  and  purified  as  above  described 
is  always  contaminated  by  enclosed  blood-corpuscles  or  remains  thereof,  and 
also  by  lymphoid  cells.  It  can  only  be  obtained  pure  from  filtered  plasma 
or  filtered  transudations.  For  the  pure  preparation,  as  well  as  for  the 
quantitative  estimation  of  fibrin,  the  spontaneously  Coagulating  liquid  is  at 
once,  or  the  non-spontaneously  coagulating  liquid  only  after  the  addition  of 
blood -serum  or  fibrin  ferment,  thoroughly  beaten  with  a  whalebone,  and 
the  separated  coagulnm  is  washed  first  in  water,  and  then  with  a  5^ 
common-salt  solution,  and  again  with  water,  and  lastly  extracted  with 
alcohol  and  ether.  If  the  fibrin  is  allowed  to  stand  in  contact  with  the 
blood  from  which  it  was  formed  for  some  time,  it  partly  dissolves 
(fibrinolysis — Dastre').  This  fibrinolysis  must  be  prevented  in  the  exact 
quantitative  estimation  of  fibrin  (Dastre). 

A  pure  fibrinogen  solution  may  be  kept  at  the  ordinary  temperature 
until  putrefaction  begins  without  showing  a  trace  of  fibrin  coagulation. 
Bat  if  to  this  solution  we  add  a  water-washed  fibrin-clot  or  a  little  blood- 
serum,  it  immediately  coagulates  and  may  yield  perfectly  typical  fibrin. 
The  transformation  of  the  fibrinogen  into  fibrin  requires  the  presence  of 
another  body  contained  in  the  blood-clot  and  in  the  serum.  This  body, 
whose  importance  in  the  coagulation  of  fibrin  was  first  observed  by 
BucHAN AK,'  was  later  rediscovered  by  Alexander  Schmidt  '  and  desig- 
nated ^^ fibrin-ferment^^  or  thrombin.  The  nature  of  this  enzymotic  body 
has  not  been  ascertained.  Although  many  investigators,  especially  English, 
consider  fibrin-ferment  as  a  globulin,  still  more  recent  experiments  of 
Pekelharing,'  and  others  show  that  it  is  a  nucleoproteid.  Fibrin  ferment 
is  produced,  according  to  Pbkelharing,  by  the  influence  of  soluble 
calcium  salts  on  a  preformed  zymogen  existing  in  the  non-coagnlated 
plasma.  Schmidt  admits  of  the  presence  of  such  a  mother-substaU'Ce  of  the 
fibrin  ferment  in  the  blood  and  calls  it  prothrombin.  The  prothrombin  as 
well  as  the  thrombin  is  less  soluble  in  an  excess  of  acetic  acid  than  the 
globulins,  and  yields  a  nuclein  or  a  pseudonuclein  on  peptic  digestion. 
Thrombin  corresponds  to  other  enzymes  in  that  the  very  smallest  amount 
of  it  produces  an  action  and  its  solution  becomes  inactive  on  heating.  It  is 
most  active  at  about  40"  C.     Prothrombin,  according  to  Pekelharing,  is 

'  Archives  de  Physiol.  (5),  Tomes  5  and  6. 

'  London  Med.  Gazette,  1845,  p.  617.     Cit.  by  Gamgee,  Journal  of  Physiol.,  1879. 

'  Pflager's  Archiv,  Bd.  6  ;  also  zur  Blutlehre,  1893,  and  Weitere  Beitrage  zur  Blut- 
lehre,  1895. 

*  Pekelhnring.  "Verhandel.  d.  kon.  Akad.  d.  Wetensch.  te  Amsterdam,  1893,  Deel  1  ; 
ibid.,  1895,  and  Centralbl.  f.  pbysiol.,  Bd.  9;  "Wright,  Proc.  Boy.  Irish  Acad.  (3), 
Vol.  2,  The  Lancet,  1893,  and  On  Wooldridge's  Method,  etc.,  British  Med.  Journal,  1891. 
Lilienfeld,  Haematol.  TJntersuch.,  Du  Bois-Reymond's  Arch.,  1892  ;  Ueber  Leiikocyten 
uiid  Blutgeriunung,  ibid.  ;  Halliburton  and  Brodie,  Journal  of  Physiol.,  Vols.  17,  18. 
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destroyed  at  about  \-  65°  C,  while  the  thrombin  is  destroyed  at  about  the 
same  or  sometimes  at  a  little  higher  temperature,  70-75°  C. 

The  isolation  of  the  fibrin-ferment  has  been  tried  in  several  -ways. 
Ordinarily  it  may  be  prepared  by  the  following  method  proposed  by  Alex. 
Schmidt.'  Precipitate  the  serum  or  defibrinated  blood  with  15-30  vols,  of 
alcohol  and  allow  it  to  stand  a  few  months.  The  precipitate  is  then  filtered 
and  dried  over  sulphuric  acid.  The  ferment  may  be  extracted  from  the 
•dried  powder  by  means  of  water.  Other  methods  have  been  suggested  by 
the  AUTHOR  and  by  PEKELHAKiiirG.' 

The  preparation  of  a  thrombin  solution,  as  free  as  possible  from  lime, 
may  be  done  by  removing  the  lime  salts  from  the  serum  by  means  of  oxalate 
and  precipitating  the  serum  with  alcohol  and  allowinjij  it  to  stand  under 
alcohol  for  several  months.  The  dried  powder  is  rubbed  with  water  and 
freed  from  soluble  salts  by  repeated  lixiviation  with  water  and  the  Use  of 
centrifugal  force.  Then  allow  each  gramme  of  powder  to  stand  some  time 
with  100-150  c.c.  water,  filter  and  in  this  way  obtain  a  solution  which  con- 
,  tains  only  about  0.3-0.4  p.  m.  solids  and  about  0.0007  p.  m.  CaO.    (Authoe.) 

If  a  fibrinogen  solution  containing  salt,  as  above  prepared,  is  treated 
■with  a  solution  of  "  fibrin-ferment,"  it  coagulates  at  the  ordinary  tempera- 
ture more  or  less  quickly  and  yields  d>  typical  fibrin.  Besides  the  fibrin- 
ferment  the  presence  of  neutral  salts  is  necessary,  for  without  them  Alex. 
Schmidt  has  shown  the  fibrin  coagulation  does  not  take  place.  The 
pi-esence  of  soluble  calcium  salts  is  not,  as  generally  admitted  with  Aethus, 
a  positive  condition  for  the  formation  of  fibrin,  because  as  shown  by  Alex. 
Schmidt,  Pekelhaeing,  and  the  authoe,'  thrombin  can  transform 
fibrinogen  into  typical  fibrin  in  the  absence  of  lime  salts  precipitable  by 
oxalate.  The  quantity  of  fibrin  obtained  on  coagulation  is  always  smaller 
than  the  amount  of  fibrinogen  from  which  the  fibrin  is  derived,  and  we 
always  find  a  small  amount  of  protein  substance  in  tiie  solution.  It  is 
therefore  not  improbable  that  the  fibrin  coagulation,  in  accordance  with  the 
views  first  proposed  by  Denis,  is  a  cleavage  process  in  which  the  soluble 
fibrinogen  is  split  into  an  insoluble  albuminous  body,  the  fibrin,  which 
forms  the  chief  mass,  and  a  soluble  protein  substance  which  is  only  formed 
in  small  amounts.  We  find  a  globulin-like  substance  which  coagulates  at 
about  +  64°  C.  in  blood-serum  as  well  as  in  the  serum  from  coagulated 
fibrinogen  solutions.  This  substance  is  called  fibrin-glohulin  by  the 
AUTHOE.  The  question  whether  this  substance  exists  in  the  fibrinogen 
eolution  as  contamination  or  is  formed  as  a  true  cleavage  product  has  not 
been  positively  decided. 

We  have  also  other  views  in  regard  to  the  processes  of  coagulation  in  the 

'  PflUger's  Arch.,  Bd.  6. 

'  Hammarsten,  Pfliiger's  Arch.,  Bd.  18,  Pekelharing,  1.  c. 

'  See  Hammarsten,  Zeitschr.  f.  physiol.  Chem.,  Bd.  22,  which  also  cites  the  works 
of  Schmidt  and  Pekelharing. 
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formation  of  fibrin  which  are  even  less  positively  founded.  The  fact  that 
the  soluble  lime  salts  are  not  necessary  for  the  transformation  of  fibrinogen 
into  fibrin  is  not  in  contradiction  to  the  other  fact  that  they  must  be  present 
ill  the  coagulation  of  blood  or  plasma.  This  apparent  contradiction  may 
be  explained,  as  shown  later,  by  the  special  condition  of  the  plood-plasma, 
and  we  must  not  overlook  the  fact  that  the  coagulation  of  the  blood  is  a 
niucli  more  complicated  process  than  the  coagulation  of  a  fibrinogen  solu- 
■tion,  inasmuch  as  the  first  involves  other  important  questions,  as,  for 
instance,  the  reason  for  the  blood  remaining  fluid  in  the  body,  the  origin  of 
the  fibrin-ferment,  and  the  importance  of  the  form-elements  in  the  coagu- 
lation, etc.  A  fuller  discussion  of  the  various  hypotheses  and  theories 
concerning  the  coagulation  of  the  blood  must  therefore  be  given  later. 

Serglobulin,  also  called  paraglohulin  (KiJHifE),  fihrinoplastic  substance 
(Alex.  Schmidt),  serum-casein  (Paktjm '),  occurs  in  the  plasma,  serum, 
lymph,  transudations  and  exudations,  in  the  white  and  red  corpuscles,  and 
probably  in  many  animal  tissues  and  form-elements,  though  in  small  quan- 
tities.    It  is  also  found  in  the  nrine  in  many  diseases. 

Serglobulin  is  without  doubt  not  an  individual  substance,  but  consists 
■of  a  mixture  of  two  or  more  protein  bodies  which  cannot  be  completely  and 
positively  separated  from  each  other.  Under  these  circumstances  the 
•statements  in  regard  to  the  properties  of  the  serglobulins  is  naturally  some- 
what uncertain.  According  to  our  present  knowledge  it  has  the  following 
properties : 

Serglobulin  has  the  general  properties  of  the  globulins.  In  a  moist  con- 
dition it  forms  a  snow-white  flaky  mass  neither,  tough  nor  elastic.  The 
essential  difEerences  between  serglobulin  and  fibrinogen  are  the  following: 
Serglobulin  solutions  are  only  incompletely  precipitated  by  adding  NaCl  to 
saturation,  and  not  precipitated  at  all  by  an  equal  volume  of  a  saturated 
common-salt  solution.  The  coagulation  temperature  is,  with  5-10?^  ISTaCl 
in  solution,  -{-  75°  C.  It  is  completely  precipitated  by  MgSO,  in  substance 
added  to  saturation,  as  also  by  an  equal  volume  of  a  saturated  solution 
of  ammonium  sulphate.  The  specific  rotatory  power,  according  to 
Fkedeeicq,'  for  serglobulin  (from  ox-blood)  solutions  containing  salt  is 
a(D)  =  -  47.8°. 

According  to  K.  Mohner  serglobulin  yields  a  reducing  substance  on 
boiling  with  a  dilute  acid.  The  question  whether  the  substance  we  have 
heretofore  called  serglobulin  is  a  glycoproteid  or  whether  it  is  a  mixture  of 
globulin  with   a  glycoproteid  has  not  been  positively  decided  up  to  the 

'  Klihne,  LehrbucU  d.  pbysiol.  Chem.  Leipzig,  1866-68  ;— Al.  Schmidt,  Arch.  f. 
Anat.  II.  Physiol.,  1861-63;  Pauum,  Virchow's  Arrh.,  Bdd.  3  u.  4. 

'  Bull.  Acad.  Roy.  de  Belg  (2),  60.  In  regard  to  paiaglobulin,  see  Hammarsten, 
PflUger's  Arch.,  Bdd.  17  u.  18. 
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present   time.     According  to  Zanetti  blood-sernm  contains   a   glycopro- 

teid.' 

E.  Faust'  has  isolated  a  body,  which  he  calls  glutoUn,  from  the  mixture  of  globulins 
■which  is  separated  on  half  saturating  horse-serum  with  ammonium  sulphate.  He  con- 
siders this  body  as  an  intermediate  step  between  the  glutin  substances  and  the  true  pro- 
leids.  The  connection  between  this  body  and  tlie  glutin  group'  follows  from  the  fact 
that  glycoool  is  found  among  the  cleavage  products  of  this  substance.  It  differs  from 
globulin  in  being  iusoluble  in  neutral  salt  solutions  of  any  concentration;  it  dissolves  in 
dilute  alkali  or  ammonia,  but  is  precipitated  on  the  addition  of  acid.  The  analyses  have- 
given  the  following  results  :  C  51.20  ;  H  7.34  ;  N  17.42  ;  S  0.64^.  Glutolin  does  not  con- 
tain any  sulphur  which  blackens  lead. 

Serglobnlin  may  be  easily  separated  as  a  fine  flocculent  precipitate  from 
blood-sernm  by  neutralizing  or  making  faintly  acid  with  acetic  acid  and 
tiieu  diluting  with  10-20  vols,  of  water.  For  further  purification  this' 
precipitate  is  dissolved  in  dilute  common-salt  solution,  or  in  water  by  the 
aid  of  the  smallest  possible  amount  of  alkali,  and  then  reprecipitated  by 
diluting  with  water  or  by  the  addition  of  a  little  acetic  acid.  The 
serglobulin  may  also  be  separated  from  the  serum  by  means  of  magnesium 
or  ammonium  sulphate;  in  these  cases  it  is  difficult  to  completely  remove 
the  salt  by  dialysis.  The  serglobulin  from  blood-serum  is  always  contami- 
nated by  lecithin  and  thrombin.  A  serglobulin  free  from  thrombin  may  be 
prepared  from  ferment-free  transudations,  as  sometimes  from  hydrocele 
fluids,  and  this  shows  that  serglobulin  and  thrombin  are  different  bodies. 
For  the  detection  and  the  quantitative  estimation  of  serglobulin  we  may  use 
the  precipitation  by  magnesium  sulphate  added  to  saturation  (Hammarsten), 
or  by  an  equal  volume  of  a  saturated  neutral  ammonium  sulphate  solution 
(HoFMBiSTEE  and  Kaitder  and  Pohl).'  In  the  quantitative  estimation 
the  precipitate  is  collected  on  a  weighed  filter,  washed  with  the  salt  solution 
employed,  dried  with  the  filter  at  about  115°  C,  then  washed  with  boiling- 
hot  water,  so  as  to  completely  remove  the  salt,  extracted  with  alcohol  and 
ether,  dried,  weighed  and  burnt  to  determine  the  ash. 

Seralbumin  is  found  in  large  quantities  in  blood-serum,  blood-plasma, 
lymph,  transudations,  and  exudations.  Probably  it  also  occurs  in  other 
animal  liquids  and  tissues.  The  proteids  which  pass  into  the  urine  under 
pathological  conditions  consist  largely  of  seralbumin. 

In  the  dry  state  seralbumin  forms  a  transparent,  gummy,  brittle,  hygro- 
scopic mass,  or  a  white  powder  which  may  be  heated  to  100°  C.  without 
decomposing.  Its  solution  in  water  gives  the  ordinary  reactions  for 
proteids;  the  specific  rotatory  power,  as  well  as  the  coagulation  temperature, 
has  been  found  to  vary,  which  is  due  in  the  first  place  to  the  fact  that 
what  used  to  be  considered  as  seralbumin  was  a  mixture  of  several  albumins. 
Attention  was  first  called  to  this  fact  by  Halliburton^,  who  calls  the  three 
seralbumins  coagulating  at  different  temperatures  serin.  Gurber  has 
also  found  three  different  serins  in  horse-blood  serum,  of  which  two  are 

>  MOrner,  Centralbl.  f.  Physiol.,  Bd.  7;  Zanetti,  Chem.  Centralbl.,  1898,  S.  634. 
'  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  41. 

'  Hammarsten,  1.  c. :  Hofmeister,  Kauder,  and  Pohl,  Arch.  f.  cxp.  Path.  u.  Pharm., 
Bd.  30. 
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crystalline  and  the  third  amorphous.  Michel'  found  that  the  coagulation 
temperature  for  the  crystalline  serin  in  dialyzed  salt-free  solution  was 
51-54°  C. ;  it  rose  with  the  quantity  of  salt  present.  The  specific  rotatory 
power  was  «(B)  =  —  61°.  The  elementary  composition  was  nearly  the 
same  as  that  of  the  mixture  of  albumins  found  by  the  author  in  horse-blood 
serum  (see  page  132).  One  of  the  serins  crystallizes  in  hexagonal  prisms, 
the  other  in  long  needles.  The  coagulation  of  the  mixture  of  albumins 
from  serum  generally  takes  place  at  70-85°  C,  but  is  esentially  dependent 
upon  the  reaction  and  the  amount  of  salt  present.  The  specific  rotatory 
power  of  this  mixture  is  a(D)  =  —  62.6-64.6°.  Up  to  the  present  time 
no  seralbumin  solution  has  been  prepared  free  from  mineral  bodies.  A 
solution  as  free  from  salts  as  possible  does  not  coagulate  either  on  boiling 
or  on  the  addition  of  alcohol.  On  the  addition  of  a  little  common  salt  it 
coagulates  in  both  cases." 

Seralbumin  differs  from  the  albumin  of  the  white  of  the  hen's  egg  in 
the  following  particulars:  it  is  more  lajvogyrate;  the  precipitate  formed  by 
hydrochloric  acid  easily  dissolves  in  an  excess  of  the  acid;  is  rendered  less 
insoluble  by  alcohol;  and  lastly  it  acts  differently  inside  of  the  organism. 
If  egg-albumin  is  introduced  into  the  blood  circulation  it  passes  into  the 
urine,  while  seralbumin  does  not  in  the  same  animal  of  the  same  family.' 

In  preparing  seralbumin,  first  remove  the  globulins  according  to 
Johansson,  by  saturating  with  magnesium  sulphate  at  about  +  30°  C,  and 
filtering  at  the  same  temperature.  The  cooled  filtrate  is  separated  from  the 
crystallized  salt  and  is  treated  with  acetic  acid  so  that  it  contains  abont  1%. 
The  precipitate  formed  is  filtered,  pressed,  dissolved  in  water  with  the 
addition  of  alkali  to  neutral  reaction,  and  the  solution  freed  from  salt  by 
dialysis.  The  mixture  of  albumins  may  be  obtained  in  a  solid  form  from 
the  dialyzed  solution  by  either  evaporating  the  solution  at  a  gentle  tempera- 
ture or  by  precipitating  with  alcohol,  which  must  be  quickly  removed. 
Starke  '  has  suggested  another  method,  which  is  also  to  be  recommended. 
The  crystalline  seralbumin  may  be  prepared  from  serum,  freed  from  globulin 
by  lialf  saturating  with  ammonium  sulphate,  by  the  addition  of  more  salt 
until  a  cloudiness  occurs  and  then  proceeding  according  to  the  suggestion 
of  GuRBBR  and  Michel.  By  acidification  with  acetic  acid  the  crystalliza- 
tion may  be  considerably  enhanced  (Hopkins  and  Pinkus").     According 


'  Hiilliburton,  Jouru.  of  Physiol.,  Vols.  5  aui]  6;  GUiber,  Sitzungsber.  d.  phys.- 
med.  Gesellsch.  zu  ■WUrzburg,  1894;  A.  Michel,  Verhandl.  d.  phys.-med.  Gesellsch.  zu 
Wttrzbuig,  Bd.  29,  No.  3. 

'  In  regard  to  the  relationship  of  neutral  salts  to  heat  coagulation,  see  .1.  Starke, 
Sitzungsber.  d.  Gesellsch.  f.  Morph.  u.  Physiol,  in  Munchen,  1897. 

'  See  O.  Weiss,  Pflilger's  Arch.,  Bdd.  65  u.  68. 

<  Johansson,  Zeitschr.  f.  physiol.  Chem,,  Bd.  9;  K.  Starke,  Maly's  .lahresber., 
Bd.  11. 

'  .Joiirn.  of  Physiol.,  Vol.  23. 
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to  Kriegee'  crystalline  seralbumin  may  be  obtained  from  horse-serum, 
which  has  been  freed  from  globulins  by  ammoninm  sulphate,  by  the  addi- 
tion of  dilute  sulphuric  acid  {^  normal)  until  a  slight  opalescence  occurs. 
In  the  detection  and  quantitative  estimation  of  seralbumin,  the  filtrate  from 
the  globulins  which  have  been  removed  by  magnesium  sulphate  is  heated  to 
boiling,  after  the  addition  of  a  little  acetic  acid  if  necessary.  The  simplest 
way  is  to  consider  the  difference  between  the  total  proteids  and  the 
globulins  as  seralbumin. 

Summary  of  the  elementary  composition  of  the  above  mentioned  and  described  albu- 
minous bodies: 

C             H             N             8  O 

Fibrinogen 53.93  6.90  16.66  1.25  32.26  (Hammausten) 

Fibrin   52.68  6.83  16.91  1.10  22.48 

Fibrin-globulin 52.70  6.98  16.06  

Serglobulin 53.71  7.01  15.85  1.11  28.32 

Seralbumin  (1) 53.06  6.85  16.04  1.80  22.25 

Seralbumin  (2) 52.25  6.65  15.88  2.35  22.97 

The  seralbumin  (2)  came  from  a  human  exudation,  and  the  other  bodies  from  horse's 
blood.     The  fibrin  was  prepared  from  a  filtered  common-salt  plasma. 

The  Blood-serum. 

As  above  stated,  the  blood-serum  is  the  clear  liquid  which  is  pressed  out 
by  the  contraction  of  the  blood-clot.  It  differs  chiefly  from  the  plasma  in 
the  absence  of  fibrinogen  and  an  abundance  of  fibrin-fprment.  Considered 
qualitatively  the  blood-serum  contains  the  same  chief  constituents  as  the 
blood-plasma. 

Blood-serum  is  a  sticky  liquid  which  is  more  alkaline  than  the  plasma. 
The  specific  gravity  in  man  is  1.037  to  1.032,  average  1.028.  The  color  is 
strongly  or  faintly  yellow;  in  human  blood-serum  it  is  pale  yellow  with  a 
shade  towards  green,  and  in  horses  it  is  often  amber-yellow.  The  serum  is 
ordinarily  clear;  after  a  meal  it  may  be  opalescent,  cloudy,  or  milky  white, 
according  to  the  amount  of  fat  contained  in  the  food. 

Besides  the  above-mentioned  bodies,  the  following  constituents  are  found 
in  the  blood -plasma  or  blood-serum  : 

Fat  occurs  from  1-7  p.  m.  in  fasting  animals.  After  partaking  of  food 
the  amount  is  increased  to  a  great  extent.  We  also  find  soaps,  cholesterin, 
and  lecithin.  Cholesterin  occurs,  according  to  Husthle,'  at  least  in  part  as 
fatty  acid  esters  (serolin  according  to  Boudet). 

■  Sugar  setsms  io  be  a  physiological  constituent  of  the  plasma.  Accord- 
ing to  the  investigations  of  Abeles,  Ewald,  Kulz,  v.  Mekiistg,  Seegbk, 
and  MiUEA,'  the  sugar  found  in  the  plasma  is  glucose.     Otto  found  in  the 

'  Ueber  die  Darstellung  krystalliuischer,  thierischer  Eiweissstofle.  luaug.-Diss. 
Strassburg,  1899. 

'  Zcitsclir.  f.  physiol.  Chem.,  Bd.  21,  where  Boudet  is  also  cited. 

»  V.  Mering,  Dm  Bois-Reymond's  Archiv,  1877,  S.  379.  This  article  contains  nurner- 
ons  references  ;  Scegrn,  Pfliiger's  Arch.,  Bd.  40;  Miura,  Zeitschr.  f.  Biologic,  Bd.  32. 
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plasma,  besides  glucose,  another  reducing,  non-fermentable  substance. 
According  to  Jacobsen  and  IIenriques  '  this  substance  is  soluble  in  ether 
and  is  related  to  jecorin.  Bing  '  has  closely  studied  this  non-fermentable, 
reducing  substance  of  the  blood  and  considers  it  as  a  combination  of  sugar 
with  lecithin,  and  he  has  shown  that  a  mixture  of  lecithin  and  sugar  is 
soluble  in  ether  and  that  it  is  precipitable  by  alcohol  like  jecorin.  Accord- 
ing to  this  investigator  jecorin  is  also  a  combination  of  lecithin  with  glucose. 

Blood-plasma  as  well  as  lymph  contains,  according  to  Rohmaxn,  Bial 
and  Hambuegek,'  diastase,  which  converts  starch  and  glycogen  into 
maltose  or  isomaltose  and  a  cleavage  enzyme,  glucase  or  maltase,  which 
converts  maltose  into  glucose. 

Bernard  '  has  shown  that  the  quantity  of  sugar  in  the  blood  diminishes 
more  or  less  rapidly  on  leaving  the  veins.  Lepine,  associated  with  Barkal, 
has  specially  studied  this  decrease  in  the  quantity  of  sugar  and  calls  it 
glycolysis.  Lepike  and  Barral,  as  well  as  Arthus,  have  shown  that  this 
glycolysis  takes  place  in  the  complete  absence  of  micro-organisms.  It  seems 
to  be  due  to  a  soluble  glycolytic  enzyme  whose  activity  is  destroyed  by  heat- 
ing to  +  54°  C.  This  enzyme  is  derived,  according  to  the  above  investiga- 
tors, from  the  leucocytes  and  is,  according  to  Lepine,  delivered  from  the 
pancreas  to  the  blood.  According  to  Lepine  it  is  formed  by  a  transforma- 
tion of  the  diastase,  but  this  is  not  so  according  to  Nassb  and  Framm  and 
Paderi.'  The  glycolysis  is,  according  to  Nasse,  Rohmann  and  Spitzer,' 
an  oxidation  which  is  produced,  according  to  the  two  last-mentioned 
investigators,  by  an  oxidation  ferment.  It  is  surely  not  connected  with  the 
survival  of  the  cells,  but  whether  it  is  a  vital  or  a  post-mortem  process  is  not 
decided.'  In  the  glycolysis  produced  by  a  watery  extract  of  the  liver  Geza 
KoWEST '  found  that  the  freezing-point  of  the  liquid  was  lowered  or  a 

'  Otto,  Pflligei's  Arch.,  35  (a  good  review  of  the  older  literature  on  fsugar  in  tlie  blood), 
Jacobsen,  Centralbl.  f.  Physiol.,  Bd.  6,  S.  368;  Henriques,  Zeltschr.  f.  pliysiol.  Chem., 
Bd.  23. 

'  Undersogelser  over  reducereude  Subtanser  i  Blodet.    K5benbaven,  1899. 

'  R51imaiin  ;  BOhmann  and  Hamburger,  Ber.  d.  deutscb.  cbem.  Gesellsch.,  Bdd.  25 
and  27;  Pflilger's  Arch.,  Bdd.  52  and  60  ;  Bial,  Ueber  das  diast.  Perm.,  etc.  luaug.. 
Diss.  Breslau,  1892  (older  literature).     See  also  Pflilger's  Arch.,  Bdd.  52,  54,  and  55. 

*  Lefons  sur  le  diabSte.     Paris,  1877. 

'  In  regard  to  the  numerous  memoirs  of  Lepine  and  Lepine  et  Bnrral,  see  Lyon  medi- 
cal, Tomes  62  and  63;  Compt.  rendus.  Tomes  110,  112,  113,  and  120;  I^epine,  Le  ferment 
glycolytique  et  la  pathogenie  du  diabfite  (Paris,  1891;,  and  Revue  aualytique  el  critiques 
(les  travaux,  etc  ,  in  Arch,  de  med.  expcr.  (Paris,  1893);  Revue  de  medecine;  1895; 
An  bus.  Arch,  de  Physiol.  (5),  Tomes  3,  4;  Nasse  and  Framm,  Pflilger's  Arch.,  63; 
Paderi,  Maly's  Jahresber.,  Bd.  26. 

'  See  Chapter  1. 

'  See  Arthus,  1.  c. ;  Colenbrander,  Maly's  Jahresber.,  22;  Rywoscb,  Centralbl.  f. 
Physiol.,  Bd.  11,  S.  495. 

•  Centralbl.  f.  Phygiol.,  Bd.  12. 
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higher  osmotic  pressure.  This  lowering  of  the  freezing-point,  which  ia 
greatest  after  passing  oxygen  through,  depends  on  the  formation  of  an 
unknown  body,  which  does  not  distil  over  and  gives  at  least  one  of  the 
acetone  reactions. 

Besides  the  mentioned  enzymes  we  have  also  in  the  serum,  according  to 
the  observations  of  Hanriot' a  lipolytic  enzyme,  which  splits  neutral  fats. 
This  property  is  not  to  be  confounded  with  another,  observed  by  Cohwsteik 
and  MiCHAELis,"  which  consists  in  transforming  the  fat  (chyle-fat),  in  the 
presence  of  oxygen,  into  an  unknown  substance,  soluble  in  water.  This 
property  is  connected  with  the  form-elements  of  the  blood. 

The  serum  also  contiiius  bodies  of  an  unknown  kind  which  have  the  property  of  pre- 
venting the  action  of  certain  enzymes  such  as  renniu,  pepsin,  and  trypsin.' 

Among  the  bodies  which  are  found  in  the  blood,  and  without  doubt  met 
with  in  smaller  or  greater  amounts  in  the  plasma,  are  to  be  mentioned  urea, 
uric  acid  (found  in  human  blood  by  Abeles'),  creatln,  carhamic  acid, 
paralactic  acid,  and  hippuric  acid.  Under  pathological  conditions  the 
following  bodies  have  been  found:  xanthin  bodies,  leucin,  tyrosin,  and 
biliary  constituents. 

The  coloring  matters  of  the  blood-serum  are  very  little  known.  In 
equine  blood-serum  biliary  coloring  matters,  bilirubin,  besides  other  coloring 
matters,  often  occur.  The  yellow  coloring  matter  of  the  seruni  saems  to 
belong  to  the  group  of  luteins,  which  are  often  called  lipochromes  or  fat- 
coloring  matters.  From  ox -serum  Keukenbeeg  '  was  able  to  isolate  with 
amyl  alcohol  a  so-called  hypochrome  whose  solution  shows  two  absorption- 
bands,  of  which  one  encloses  the  line  F  and  the  other  lies  between  F  and  6. 

The  mineral  bodies  in  serum  and  plasma  are  qualitatively,  but  not 
quantitatively,  the  same.  A  part  of  the  calcium,  magnesium,  and  phos- 
phoric acid  is  removed  on  the  coagulation  of  the  fibrin.  By  means  of 
dialysis,  the  presence  of  sodium  chloride,  which  forms  the  chief  mass  or 
00-70^  of  the  total  mineral  bodies,  also  lime-salts,  sodium  carbonate, 
besides  traces  of  sulphuric  and  phosphoric  acids  and  potassium,  may  be 
directly  shown  in  the  serum.'  Traces  of  silicic  acid,  fluorine,  copper,  iron, 
manganese,  and  ammonia  are  claimed  to  have  been  found  in  the  serum.  As 
in  most  animal  fluids,  the  chlorine  and  sodium  are  in  the  blood-serum  in 
excess  of  the  phosphoric  acid  and  potassium  (the  occurrence  of  which  in  the 
serum  is  even  doubted).  The  acids  found  in  the  ash  are  not  sufficient  to 
saturate  the  bases  found,  a  condition  which  shows  that  a  part  of  the  bases 

'  Compt.  rend.  soc.  biol.,  Tome  48,  and  Compt.  rend.,  Tome  123. 

5  PflUger's  Arch.,  Bdd.  65  u.  69. 

'  See  R8den,  Maly's  Jahresber.,  Bd.  17  ;  M.  Hahn,  Bed.  klin.  Wochenschr. ,  Bd.  34. 

*  Wien.  med.  Jahrbucher,  1887. 

'  Sitzungsber.  d.  Jen.  Gesellsch.  f.  Med.,  1885,  •        - 

'  See  Gilrber,  Verhandl.  d.  phys.-med.  Gesellsch.  zu  Warzburg,  Bd.  23. 
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is  combined  with  organic  sabstances,  perhaps  proteids.  This  coincides  also 
■with  the  fact  that  the  great  part  of  the  alkalies  does  not  exist  in  the  serum 
as  difEasible  alkali  compounds,  carbonate  and  phosphate,  but  as  non-diffnsible 
oompound,  proteid  combination.  According  to  Hamburger  '  37^  of  the 
alkali  of  the  serum  from  horse-blood  was  diffusible  and  63^  non-diffusible. 

The  gases  of  the  blood- serum,  which  consist  chiefly  of  carbon  dioxide 
with  only  a  little  nitrogen  and  oxygen,  will  be  described  when  treating  of 
the  gases  of  the  blood. 

Because  of  the  difficulty  of  obtaining  plasma  only  a  few  analyses  have 
been  made.  As  an  example  the  results  of  the  analyses  of  the  blood-plasma 
of  the  horse  will  be  given  below.  The  analysis  No.  1  was  made  by  Hoppe- 
Seyler."  No.  3  is  the  average  of  the  results  of  three  analyses  made  by  the 
AUTHOR.     The  figures  are  given  in  1000  parts  of  the  plasma. 

No.  1.  No.  2. 

Water 908.4  917.6 

Solids 91.6  82.4 

Total  pioleids  77.6  69.5 

Fibrin    10.1  6.5 

Glolmliii    38.4 

Serulbumiu , 24.6 

Fat 1.3] 

Extractive  substances 4.0  (  io  q 

Soluble  salts 6.4  f  ^"^^ 

Insoluble  salts 1.7 

Abderhalden  has  made  complete  analyses  of  blood-serum  of  several 
domestic  mammals.  From  these  analyses  as  well  as  from  those  made  by  the 
author  of  the  serum  from  human,  horse,  and  ox-blood  it  follows  that  the 
amount  of  solids  ordinarily  varies  between  70-97  p.  m.  The  chief  mass  of 
the  solids  consists  of  proteids,  about  55-84  p.  m.  In  hens  the  author  found 
much  lower  values,  namely,  54  p.  m.  solids  with  only  39.5  p.  m.  proteid 
and  Halliburton  found  only  25.4  p.  m.  proteid  in  frog's  blood.  The 
relationship  between  globulin  and  seralbumin  is,  as  shown  by  the  analyses  of 
Hammarsten,  Halliburton,  and  Eubbrecht,'  very  different  for  different 
animals,  bnt  may  also  vary  considerable  in  the  same  variety  of  animal.  In 
human  blood-serum  the  author  found  more  seralbumin  than  globulin,  and 
the  relationship  of  serglobulin  to  seralbumin  was  as  1  :  1.5.  In  regard  to 
the  quantity  of  the  remaining  organic  constituents  of  the  serum  we  refer 
the  reader  to  Abderhaldbn's  complete  analyses  (page  171).  St.  Bugarskt 
and  F.  Tangl  *  have  determined  the  n;iolecular  concentration  of  the  blood- 

'  In  regard  to  method  see  Du  BoisReymoud's  Arch.,  1898. 

'  Cit.  from  v.  Gorup-Besauez's  Lehrbucli  der  physiol.  Cliem.,  4.  Aufl.,  p.  346. 

'  Abderhalden,  Zeitschr.  f.  physiol.  Chem.,  Bd.  25;  Hammarsten,  Pfliiger's  Arch.,: 
Brt.  17;  Halliburton  Jburn.  of  Physiol.,  Vol.  7;  Rubbrecht,  Travaux  du  lalioratoire  de 
J'insUlut  de  physiolgie  de  Liege,  Tome  5,  1896. 
,  ■•  PflUgers  Arcli.,  Bd.  73. 
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Beram  of  certain  mammals,  and  find  that  it  has  only  a  slight  variation  in 
different  animals,  about  0.320  niol.  per  litre.  They  also  found  that  about 
I  of  all  the  dissolved  molecules  of  the  blood-serum  are  electrolytes,  or  what 
amounts  to  the  same  thing,  are  inorganic,  and  that  correspondingly  the 
osmotic  pressure  of  blood-serum  is  brought  about  chiefly  by  these  inorganic 


The  quantity  of  mineral  bodies  in  the  sernm  has  been  determined  by 
many  investigators.  The  conclusions  drawn  from  the  analyses  is  that  there 
exists  a  rather  close  correspondence  between  human  and  animal  blood- 
serum,  and  it  is  therefore  sufficient  to  give  here  the  analysis  of  C.  Schmidt  ' 
of  (1)  human  blood,  and  Bu2<fGE  and  Abderhalden's  analyses  of  serum  of 
ox,  bull,  sheep,  goat,  pig,  rabbit,  dog,  and  cat.  The  results  correspond  to 
1000  parts  by  weight  of  the  serum. 

1  2 

K,0 0.387-0.401  0.236-0.270 

NajO 4.290-4.290  4.251-4.442 

CI 3.565-3.659  3.627-4.170 

CaO 0.155-0.155  0.110-0.131 

MgO 0.101 0.040-0.046 

PjOs  (inorg.) 0.053-0.085 

The  amount  of  NaOl  is  about  6  p.  m.,  and  it  is  remarkable  that  this 
amount  of  NaCl  remains  constant,  so  that  with  food  containing  an  excess 
of  NaCl  it  is  quickly  eliminated  by  the  urine,  and  with  food  poor  in 
chlorides  the  amount  in  the  blood  first  decreases,  but  increases  after  taking 
chlorides  from  the  tissues.  The  secretion  of  chlorides  by  the  urine  is 
thereby  diminished. 

II.  The  Form -elements  of  the  Blood. 

The  Red  Blood-corpuscles. 

The  blood-corpuscles  are  round,  biconcave  disks  without  membrane  and 
nucleus  in  man  and  mammalia  (with  the  exception  of  the  llama,  the  camel,  , 
and  their  congeners).  In  the  latter  animals,  as  also  in  birds,  amphibia,  and 
fishes  (with  the  exception  of  the  cyclostoma),  the  corpuscles  have  in  general 
a  nucleus,  are  biconvex  and  more  or  less  elliptical.  The  size  varies  in 
different  animals.  In  man  they  have  an  average  diameter  of  7  to  8  /f 
{ix  —  0.001  mm.)  and  a  maximum  thickness  of  1.9/<.  They  are  heavier 
than  the  blood-plasma  or  serum,  and  therefore  sink  in  these  liquids.  In 
the  discharged  blood  they  may  lie  sometimes  with  their  flat  surfaces 
togethei',  forming  a  cylinder  like  a  roll  of  coin.  The  reason  for  this  is 
.unknown,  but  as  it  may  be  observed  in  defibrinated  blood  it  seems  probable 
that  the  formation  of  fibrin  has  nothing  to  do  with  it.  On  account  of  the 
different  buoyancy  of  the  blood-corpuscles  in  defibrinated  and  not  defibri- 

'  Cit.  Hoppe-Scyler's  Pliysiol.  Cliem.,  1881,  S.  439. 
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nated  blood  has  lead  Bieenacki  '  to  the  view  that  the  blood-corpuscles  in 
living  blood  contain  plasma  in  their  interior  and  give  this  out  on  death. 

The  number  of  red  blood-corpuscles  is  different  in  the  blood  of  various 
animals.  In  the  blood  of  man  there  are  generally  5  million  red  corpuscles 
in  1  c.mm.,  and  in  woman  4  to  4.5  million. 

On  diluting  the  blood  with  water  and  alternately  freezing  and  thawing 
it,  as  also  on  shaking  it  with  ether,  or  by  the  action  of  chloroform  or  bile, 
a  remarkable  change  takes  place.  The  blood-coloring  matters,  which  are 
hardly  free  in  the  blood-corpuscles,  but  are,  rather,  combined  with  some 
other  substance,  are  by  this  means  set  free  and  pass  into  solution,  while  the 
remainder  of  each  blood-corpascle  forms  a  swollen  mass.  By  the  action  of 
carbon  dioxide,  by  the  careful  addition  of  acids,  acid  salts,  tincture  of 
iodine,  or  certain  other  bodies,  this  residue,  rich  in  proteids,  condenses  and 
in  many  cases  the  form  of  the  blood-corpuscles  may  be  again  obtained. 
This  residue  has  been  called  the  stroma  of  the  red  blood-corpuscles. 

To  isolate  the  stromata  of  the  blood-corpuscles  they  are  washed  first  by 
diluting  the  blood  with  10-30  vols,  of  a  1-2^  common-salt  solution  and 
then  separating  the  mixture  by  centrifugal  force  or  by  allowing  it  to  stand 
at  a  low  temperature.  This  is  repeated  a  few  times  until  the  blood- 
corpuscles  are  freed  from  serum.  These  purified  blood-corpuscles  are, 
according  to  Wooldridge,  mixed  with  5-6  vols,  of  water  and  then  a  little 
ether  is  added  until  complete  solution  is  obtained.  The  leucocytes 
gradually  settle  to  the  bottom,  a  movement  which  may  be  accelerated  by 
centrifugal  force,  and  the  liquid  which  separates  therefrom  is  very  carefully 
treated  with  a  1^  solution  of  KHSO,  until  it  is  about  as  dense  as  the  orig- 
inal blood.  The  separated  stromata  are  collected  on  a  filter  and  quickly 
wished. 

WooLDEiDGE  found  as  constituents  of  the  stroma  lecithin,  cliolesterin, 
nucleoalbumin,  and  a  globulin  which,  according  to  Hallibuetoit,  is  prob- 
ably a  nucleoproteid  which  he  calls  cell-globulin.  The  cholesterin  contained 
in  the  blood-corpuscles  is  free,  according  to  Hepnee.'  The  blood-corpus- 
cles do  not  contain  fatty  acid  cholesterin  ester.  Plasma  contains  besides 
such  esters  also  free  cholesterin'.  No  nuclein  substances  or  seralbumin  or 
albumoaes  could  be  detected  by  Halliburton  and  Feiend.  The  nucleated 
red  blood-corpuscles  of  the  bird  contain,  according  to  Plosz  and  Hoppe- 
Sexler,'  nuclein  and  an  albuminous  body  which  swells  to  a  slimy  mass  in  a 
10^  common-salt  solution,  and  which  seems  to  be  closely  related  to  the 
hyaline  substance  {hyaline  substance  of  Eotida)  occurring  in  the  lymph- 

'  Zeitacbr.  f.  physiol.  Cliem.,  Bdd.  19  and  23. 

»  PflUger's  Arcb.,  Bd.  73. 

•  ■WooUliidge,  Du  Bois-Reymond'a  Arcbiv.,  1881,  S.  387  ;  Halliburton  and  Friend, 
.Journiil  of  Physiol.,  Vol.  10;  Halliburton,  0id.,  Vol.  18;  Hoppe-Seyler's  Med.  cbem. 
Uutersuch.,  8.  510. 
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«ells.  The  red  blood-corpnscles  without  any  nucleus  are,  as  a  rule,  very 
poor  in  proteid  but  are  rich  in  haemoglobin;  the  nucleated  corpuscles  are 
richer  in  proteid  and  poorer  in  hsemoglobin. 

A.  gelatinous,  fibrin-like  proteid  body  may  be  obtained  from  the  red 
"blood-corpuscles  under  certain  circumstances.  This  fibrin-like  mass  has 
Ijeen  observed  on  freezing  and  then  thawing  the  sediment  of  the  blood- 
■corpuscles,  or  on  discharging  the  spark  from  a  large  Leyden  jar  through 
the  blood,  or  on  dissolving  the  blood-corpuscles  of  one  kind  of  animal  in 
the  serum  of  another  (Lakdois,  stroma-fibrin).  In  none  of  these  cases  has 
it  been  shown  that  we  have  to  deal  with  a  fibrin  formation  at  the  expense 
of  the  stroma.  It  seems  only  to  have  been  shown  that  the  red  blood- 
corpuscles  of  frog's  blood  contain  fibrinogen  (Alex.  Schmidt  and 
Sbmmee'). 

The  mineral  bodies  of  the  red  corpuscles  will  be  treated  of  in  connection 
with  the  quantitative  constitution  of  the  same. 

The  most  important  constituent  of  the  blood-corpuscles  from  a  physio- 
logical standpoint  seems  to  be  the  red  coloring  matter. 


% 


Blood-coloring  Matters. 

According  to  Hoppe-Seylek '■'  the  coloring  matter  of  the  red  blood- 
corpnscles  is  not  in  a  free  state,  but  combined  with  some  other  substance. 
The  crystalline  coloring  matter,  the  hsemoglobin  or  oxyhsemoglobin,  which 
may  be  isolated  from  the  blood,  is  considered,  according  to  Hoppe-Seylek, 
as  a  cleavage  product  of  this  combination,  and  it  acts  in  many  ways  unlike 
the  questionable  combination  itself.  This  combination  is  insoluble  in 
water  and  uncrystallizable.  It  strongly  decomposes  hydrogen  peroxide 
without  being  oxidized  itself;  it  shows  a  greater  resistance  to  certain 
chemical  reagents  (as  potassium  ferricyanide)  than  the  free  coloring  matter, 
and  lastly  it  gives  off  its  loosely  combined  oxygen  much  more  easily  in 
vacuum  than  the  free  pigment.  To  distinguish  between  the  cleavage 
products,  the  haemoglobin  and  the  oxyhsemoglobin,  Hoppe-Sbtlee  calls 
the  combination  of  the  blood-coloring  matter  of  the  venous  blood-corpuscles 
phlebin,  and  that  of  the  arterial  arterin.  Since  the  above-mentioned  com- 
bination of  the  blood-coloring  matters  with  other  bodies,  for  example  (if 
they  really  do  exist)  with  lecithin,  have  not  been  closely  studied,  the  follow- 
ing statements  will  only  apply  to  the  free  pigment,  the  haemoglobin. 

The  color  of  the  blood  depends  in  part  on  hcemoglobin  or  pseudo- 
hcBVioglobin  (see  below),  and  in  part  on  a  molecular  combination- of  this 
with  oxygen,  the  oxyhmmoglobin.  We  find  in  blood  after  asphyxiation 
almost  exclusively  hsemoglobin  (and  psendo-hsemoglobin),  in  arterial  blood 

>  Landois,  Centralbl.  f.  d.  med.'.Wissensch.,  1874;  S.  431;  Schmidt,  Pflttger's  Arch., 
Bd.  11,  S.  550-559.  . . 

»  Zeitschr.  f.  pliysiol.  Chem.,  Bd.  13,  S.  479. 
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disproportionately  large  amounts  of  oxyhaemoglobin,  and  in  venoas  blood  a 
mixture  of  both.  Blood-coloring  matters  are  found  also  in  striated  as  well 
as  in  certain  smooth  muscles,  and  lastly  in  solution  in  different  inverte- 
brates. The  quantity  of  hsemoglobin  in  human  blood  may  indeed  be 
somewhat  variable  under  different  circumstances,  but  amounts  to  about 
14^  on  an  average,  or  8.5  grammes  have  been  determined  for  each  kilo  of 
the  weight  of  the  body. 

Haemoglobin  belongs  to  the  group  of  compound  proteids,  and  yields  as 
cleavage  products,  besides  very  spiall  amounts  of  volatile  fatty  acids  and 
other  bodies,  chiefly  proteid  and  a  coloring  matter,  hmmochromogen  (about 
A%),  containing  iron,  which  in  the  presence  of  oxygen  is  easily  oxidized 
into  hcBmatin.  Lawrow  '  obtained  94.09j^  proteid,  4.47^  hsematin,  and 
1.44^  other  constituents  on  the  cleavage  of  oxyhaBmoglobin.  He  considers 
the  proteid,  which  was  not  soluble  in  ammonia,  and  which  gave  a  precipi- 
tate with  nitric  acid  which  dissolved  on  warming  as  a  special  protein 
substance. 

As  suggested  by  Hoppe-Seylee,  and  later  shown  by  Schunck  and 
Maechlbwski  a  close  relationship  exists  between  chlorophyll  and  the  blood 
pigment  because  a  derivative  of  the  first,  phylloporphyrin,  stands  very  close 
in  certain  regards  to  a  derivative  of  the  blood  pigment,  hasmotoporphyrin. 
Both  bodies  give  the  pyrol  reaction  and  both  seem  to  be  constructed  from 
a  mother-substance,  whose  great  biological  importance  has  been  developed 
by  Nencki." 

The  haemoglobin  prepared  from  different  kinds  of  blood  has  not  exactly 
the  same  composition,  which  seems  to  indicate  the  presence  of  different 
hsemoglobins.  The  analyses  of  different  investigators  of  the  haemoglobin 
from  the  same  kind  of  blood  do  not  always  agree  with  one  another,  which 
probably  depends  upon  the  somewhat  various  methods  of  preparation.  The 
following  analyses  are  given  as  examples  of  the  constitution  of  different 
haemoglobins: 


Haemoglobin  from  the    C  H  N  S 

Dog 53.85  7.33  16.17  0.390 

"     54.57  7.23  16.38  0.568 

Horse 54.87  6.97  17.31  0.630 

"     51.15  6.76  17.94  0.390 

Ox 54.66  7.25  17.70  0.447 

Pig 54.17  7.38  16.33  0.660 

"     54.71  7.38  17.43  0.479 

Guinea-pig 54.13  7.36  16.78  0.580 

Squirrel  54.09  7.39  16.09  0.400 

Goose 54.36  7.10  16.31  0.540 

Hen '.52.47  7.19  16.45  0.857 


Fe  O  P,0. 

0  430  31.84  (Hoppe-Seyler) 

0.336  30.93  (Jaquet) 

0.470  19.73  (KossEL) 

0  335  33.43  (Zinoffsky) 

0.400*  19.543  (HuFNER) 

0.430  21.360  (Otto) 

0.399  19.603  (Hijfneh) 

0.480  20.680  (Hoppe-Seyleh) 

0.590  21.440  

0.430  30.690  0.77 

0.335  22.500  0.197  (Jaquet) 


*  According  to  more  recent  determinations  of  HiJFNER  and  Jaqtjet  (Du  Bois-Rey- 
mond's  Arch.,  1894,  S.  175),  the  quantity  of  iron  in  ox-hsemoglobin  is  0,336^  (average  of 
5  analyses). 

•  Zeitschr.  f.  pliysiol.  Chem.,  Bd.  26. 

'  Soliunck  and  Marchlewski,  Annal.  d.  Chem.  u. 
Nencki,  Ber.  d.  deutscb.  chem.  Gesellsch.,  Bd.  29. 


Pharm.,   Bdd.  278,  284,  288,  290; 
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The  question  whether  the  amount  of  phosphorus  in  the  haemoglobin 
from  birds  exists  as  a  contamination  or  as  a  constituent  has  not  been 
decided.  According  to  Istoko  the  haemoglobin  from  goose's  blood  consists 
of  a  combination  between  nucleic  acid  and  haemoglobin.  In  the  haemo- 
globin from  the  horse  (Zinoffskt),  the  pig,  and  the  ox  (Hufnee)  we  have 
1  atom  of  iron  to  2  atoms  of  sulphur,  while  in  the  haemoglobin  from  the 
dog  (Jaqutst)  the  relation  is  1  to  3.  From  the  data  of  the  elementary 
analysis,  as  also  from  the  amount  of  loosely  combined  oxygen,  Hufner' 
lias  calculated  the  molecular  weight  of  dog-hsemoglobin  as  14,139  and  the 
formula  C„,H,„„N,„reS,0,„.  The  molecular  weight  is  therefore  very 
high.  The  haemoglobin  from  various  kinds  of  blood  not  only  shows  a 
diverse  constitution,  but  also  a  different  solubility  and  crystalline  form,  and 
a  varying  quantity  of  water  of  crystallization;  hence  we  infer  that  there  are 
several  kinds  of  haemoglobin.  Bohk  is  a  very  zealous  advocate  of  this 
supposition.  He  has  been  able  to  obtain  haemoglobin  from  dog  and  horse 
blood,  by  fractional  crystallization,  which  had  different  power  of  combining 
with  oxygen  and  containing  different  quantities  of  iron.  Hoppe-Seyler 
had  already  prepared  two  different  forms  of  haemoglobin  crystals  from 
horse's  blood,  and  Bohr  concludes  from  a  collection  of  these  observations, 
that  the  ordinary  haemoglobin  consists  of  a  mixture  of  different  haemo- 
globins. In  opposition  to  this  statement  Hufner^  has  shown  that  only 
one  hoemoglobin  exists  in  ox-blood,  and  that  this  is  probably  true  for  the 
blood  of  many  other  animals. 

Oxyhaemoglobin,   which    has    also   been  called    h^matoglobulik   or 

H-ffiMATOCRTSTALLiK,    is    a   molecular   combination   of    hEemoglobin    and 

oxygen.     For  each  molecule  of  haemoglobin  1  molecule  of  oxygen  exists; 

and   the  amount  of  loosely  combined  oxygen  which  is  united  to  1  grm. 

hsemoglobin   (of  the  ox)  has  been  determined  by  Hufner'  as   1.34  c.c, 

(calculated  at  0°  C.  and  760  mm.  mercury). 

According  to  Bonn,  the  facts  are  different.  He  diflerenliales  between  four  different 
oxyliasmoglobius,  according  to  the  quantity  of  oxygen  which  they  absorb,  namely,  a-,  fi',- 
y-,  and  5-oxyh8emoglobin,  all  having  the  same  absorption-spectrum  and  1  gm.  combin- 
iuK  with  respectively  0.4  0.8,  1.7,  and  2.7cc.  oxygen  at  the  temperature  of  the  room  and 
with  an  oxygen  pressure  of  150  mm.  mercury.  The  ;K-oxyh8emoglobin  is  tbe  ordinary 
one  obtained  by  the  customary  method  of  preparation.  Bohk  designates  as  a-oxy)iiE- 
moglobin  the  crystalline  powder  obtained  by  drying  xoxyhaemogloliiu  in  the  air.  On 
dissolving  a-oxyhsemoglobiu  in  water  it  is  converted  into  ^-haemoglobin  without  decom- 

•  Hoppe-Seyler,  Med.  chem.  Untersuch.,  S.  370  ;  Jaquet,  Zeitschr.  f.  physiol.  Chem,, 
Bd.  14,  S.  296;  Kossel,  ibid.,  Bd.  2,  S.  150;  ZinoiTsky,  ihid,.,  Bd.  10;  Hufuer.  Beitr. 
z.  Physiol.,  Festschr.  f.  C.  Ludwig,  1887,  S.  74^81.  Journ.  f.  prakt.  Chem.  (N.  F.), 
Bd.  22 ;  Otto,  Zeitschr.  f.  physiol.  Chem.,  Bd.  7,  S.  61 ;  Inoko,  ibid.,  Bd.  18. 

'  "  Sur  les  combinaisons  de  I'hemoglobine  avec  I'oxygfine."  Extrait  du  Bulletin  de 
I'Academie  Royale  Danoise  des  sciences,  1890 ;  also  Centralbl.  f.  Physiol.,  1890,  S.  249; 
Hoppe-Seyler,  Zeitschr.  f.  physiol.  Chem.,  Bd.  2  ■  Htlfner,  Du  Bois-Reymond's  Arch., 
1894. 

•  Du  Bojs-Reymond's  Arch.,  1894. 
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positiou,  and  the  qimnlily  of  iron  is  increased.  On  keeping  a  solution  of  ^-oxyliaenio- 
globln  in  a  sealed  lube  il  is  transformed  into  d-oxybajmoglobin,  allhougb  the  circum- 
stances of  this  change  arc  not  known.  According  lo  HlUuer'  these  are  nothing  but  a 
mixture  of  genuine  iiiitl  partly  decomposed  haemoglobins. 

The  ability  of  hfemoglobin  to  take  up  oxygen  seems  to  be  a  function  of 
the  iron  it  contains,  and  when  this  is  calculated  as  about  0.33-0.40^,  then 
1  atom  of  iron  in  the  hsBmoglobin  corresponds  to  about  3  atoms  =  1  mole- 
cule of  oxygen.  The  combination  of  hemoglobin  with  oxygen  is,  as  has 
been  stated,  loose  and  dissociatable,  and  the  quantity  of  oxygen  taken  up 
by  a  haemoglobin  solution  depends  upon  the  partial  pressure  of  the  oxygen 
At  that  temperature.  If  this  latter  be  decreased  by  means  of  a  vacuum, 
especially  on  gently  heating  or  by  passing  some  indifferent  gas  through  the 
fiolation,  all  of  the  oxygen  may  be  expelled  from  an  oxyhaemoglobin  solution 
so  that  only  hsemoglobin  remains.  The  reverse  of  this  is  true  of  a  haemo- 
globin solution  which  by  its  remarkable  attraction  for  oxygen  may  be 
converted  into  oxyhaemoglobin.  Oxyhaemoglobin  is  generally  considered  as 
a  weak  acid. 

Oxyhsemoglobin  has  been  obtained  in  crystals  from  several  varieties  of 
blood.  These  crystals  are  blood- red,  transparent,  silky,  and  may  be  2-3 
mm.  long.  The  oxyhaemoglobin  from  squirrel's  blood  crystallizes  in  six- 
sided  plates  of  the  hexagonal  system;  the  other  varieties  of  blood  yield 
needles,  prisms,  tetrahedra,  or  plates  which  belong  to  the  rhombic  system. 
The  quantity  of  water  of  crystallization  varies  between  3-10^  for  the 
different  oxyhaemoglobins.  When  completely  dried  at  a  low  temperature 
over  sulphuric  acid  the  crystals  may  be  heated  to  110-115°  C.  without 
decomposing.  At  higher  temperatures,  somewhat  above  160°  C,  they 
decompose,  giving  an  odor  of  burnt  horn,  and  leave,  after  complete  com- 
bustion, an  ash  consisting  of  oxide  of  iron.  The  oxyhaemoglobin  crystals 
from  difficultly  crystallizable  kinds  of  blood,  for  example  from  such  as  ox's, 
human,  and  pig's  blood,  are  easily  soluble  in  water.  The  oxyhaemoglobin 
from  easily  crystallizable  blood,  as  from  that  of  the  horse,  dog,  squirrel, 
and  guinea-pig,  are  soluble  with  difficulty  in  the  order  above  given.  The 
oxyhemoglobin  dissolves  more  easily  in  a  very  dilute  solution  of  alkali  car- 
bonate than  in  pure  water,  and  this  solution  may  be  kept.  The  presence 
of  a  little  too  much  alkali  causes  the  oxyhaemoglobin  to  quickly  decompose. 
The  crystals  are  insoluble  without  decolorization  in  absolute  alcohol. 
According  to  Nencki,^  it  is  hereby  converted  into  an  isomeric  or  polymeric 
modification,  called  by  him  paraJicemofflobin.  Oxyhaemoglobin  is  insoluble 
in  ether,  chloroform,  benzol,  and  carbon  disulphide. 

A  solution  of  oxyhaemoglobin  in  water  is  precipitated  by  many  metallic 
salts,  but  is  not  precipitated  by  sugar  of  lead  or  basic  lead  acetate.     On 

'  Du  Bois-Reyraond's  Arcliiv,  1884. 

'  Nencki  and  Sieber,  Ber.  d.  deutsch.  chem.  Qesellsch.,  Bd.  18. 
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heating  the  watery  solation  it  decomposes  at  60°  to  70°  C,  and  it  splits  off 
proteid  and  hsematin.  It  is  also  readily  decomposed  by  acids,  alkalies,  and 
many  metallic  salts.  It  gives  the  ordinary  reactions  for  proteids,  with  the 
ordinary  proteid  reagents  which  first  decompose  the  oxyhssmoglobin  with 
the  splitting  off  of  proteid. 

The  oxyhEemoglobin  may,  when  it  is  gradually  oxidized,  act  as  an 
"ozone  exciter"  by  the  decomposition  of  neutral  oxygen,  converting  it 
into  active  oxygen  (Peluqer').  It  may  also  have  another  relation  to 
ozone,  since  it  has  the  property  of  an  "  ozone  transmitter  "  in  that  it  causes 
the  reaction  of  certain  reagents  (turpentine)  containing  ozone  upon  ozone 
reagents  such  as  tincture  of  guaiacnm. 

A  sufficiently  dilute  solution  of  oxyhsemoglobin  or  arterial  blood  shows 
a  spectrum  with  two  absorption-bands  between  the  Feaunhofee  lines  D 
and  E.  The  one  band,  a,  which  is  narrower  but  darker  and  sharper,  lies 
on  the  line  D;  the  other,  broader,  less  defined  and  less  dark  band,  ft,  lies 
at  E.  These  bands  can  be  detected  in  a  layer  of  1  cm.  thick  of  a  0.1 
p.  m.  solation  of  oxyhsemoglobin.  In  a  still  weaker  dilution  the  band  ft 
first  disappears.  By  increased  concentration  of  the  solution  the  two  bands 
become  broader,  the  space  between  them  smaller  or  entirely  obliterated,  and 
at  the  same  time  the  blue  and  violet  part  of  the  spectrum  is  darkened. 
The  oxyhsemoglobin  may  be  differentiated  from  other  coloring  matters 
having  a  similar  absorption-spectrum  by  its  behavior  towards  reducing  sub- 
stances.    (See  below.)* 

A  great  many  methods  have  been  proposed  for  the  preparation  of 
oxyhsemoglobin  crystals,  but  in  their  chief  features  they  all  agree  with  the 
following  method  as  suggested  by  Hoppe-Seylee:  The  washed  blood- 
corpuscles  (best  those  from  the  dog  or  the  horse)  are  stirred  with  2  vols, 
water  and  then  shaken  with  ether.  After  decanting  the  ether  and  allowing 
the  ether  which  is  retained  by  the  blood  solution  to  evaporate  in  an  open 
dish  in  the  air,  cool  the  filtered  blood  solution  to  0°  C.,  add  while  stirring 
J  vol.  of  alcohol  also  cooled,  and  allow  to  stand  a  few  days  at  —  5°  to 
—  10°  C.  The  crystals  which  separate  may  be  repeatedly  recrystallized  by 
dissolving  in  water  of  about  35°  C,  cooling  and  adding  cooled  alcohol  as 
above.  Lastly,  they  are  washed  with  cooled  water  containing  alcohol 
(i  vol.  alcohol)  and  dried  in  vacuum  at  0°  C.  or  a  lower  temperature. 
According  to  Gscheidlek's  °  investigations,  oxyhsemoglobin  crystals  may 
be  obtained  from  difficultly  crystallizable  varieties  of  blood  by  allowing  the 
blood  first  to  putrefy  slightly  in  sealed  tubes.  After  shaking  with  air  by 
which  the  blood  is  again  arterialized,  proceed  as  above. 

For  the  preparation  of  oxyhsemoglobin  crystals  in  small  quantities  from 

'  Pfliiger's  Arch.,  Bd.  10. 

'  Hoppe-Seyler,  Med.-chem.  Untersuch.,  S.  181  ;  Gscheidlen,  PflUger's  Arch.,  Bd.  16. 

*  Zeitschr.  f.  Biologie,  Bd.  34,  contaius  the  investigations  of  Gamgee  on  the  absorp- 
tion of  the  ultraviolet  rays  by  the  blood  pigment.  It  also  contains  some  of  the  earlier 
investigations. 
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blood  easily  crystallized,  it  is  of  ten  sofficient  to  stir  a  drop  of  blood  with  &. 
little  water  ou  a  microscope  slide  and  allow  the  mixture  to  evaporate  so  that 
the  drop  is  sarronnded  by  a  dried  ring.  After  covering  with  a  thin  glass, 
the  crystals  gradually  appear  radiating  from  the  ring.  These  crystals  are 
formed  in  a  surer  manner  if  the  blood  is  first  mixed  with  some  water  in  a 
test-tube  and  shaken  with  ether  and  a  drop  of  the  lower  deep-colored  liquid 
treated  as  above  on  the  slide. 

Haemoglobin,  also  called  ebducbu  haemoglobin  or  purple  cruokin 
(Stokes'),  occurs  only  in  very  small  quantities  in  arterial  blood,  in  larger 
quantities  in  venous  blood,  and  is  nearly  the  only  blood-coloring  matter 
after  asphyxiation. 

Haemoglobin  is  much  more  soluble  than  the  oxyhasmoglobin,  and  it  can 
therefore  only  be  obtained  as  crystals  with  difficulty.  These  crystals  are  as 
a  rule  isomorphous  to  the  corresponding  oxyhaemoglobin  crystals,  but  are 
darker,  having  a  shade  towards  blue  or  purple,  and  are  decidedly  more 
pleochromatic.  Its  solutions  in  water  are  darker  and  more  violet  or 
purplish  than  solutious  of  oxyhaemoglobin  of  the  same  concentration.  They 
absorb  the  blue  and  the  violet  rays  of  the  spectrum  in  a  less  marked  degree, 
but  strongly  absorb  the  rays  lying  between  C  and  D.  In  proper  dilution 
the  solution  shows  a  spectrum  with  one  broad,  not  sharply  defined  band 
between  D  and  E.  This  band  does  not  lie  in  the  middle  between  D  and  Ey 
but  is  towards  the  red  end  of  the  spectrum,  a  little  over  the  line  D.  A 
haemoglobin  solutioa  actively  absorbs  oxygen  from  the  air  and  is  converted 
into  an  oxyhaemoglobin  solution. 

A  solution  of  oxyhaemoglobin  may  be  easily  converted  into  a  solution 
having  the  spectrum  of  haemoglobin  by  means  of  a  vacuum,  by  passing  an 
indifferent  gas  through  it,  or  by  the  addition  of  a  reducing  substance,  as, 
for  example,  an  ammoniacal  ferro-tartrate  solution  (Stokes'  reduction- 
liquid).  If  an  oxyhaemoglobin  solution  or  arterial  blood  is  kept  in  a  sealed 
tube,  we  observe  a  gradual  consumption  of  oxygen  and  a  reduction  of  the 
oxyhaemoglobin  into  haemoglobin.  If  the  solution  has  a  proper  concentra- 
tion, a  crystallization  of  haemoglobin  may  occur  in  the  tube  at  lower  tem- 
peratures (Hufner"). 

Fsendobsemoglobin.  Ludwig  and  Siegfried  '  have  observed  that  blood  which  has 
been  reduced  by  hyposulphites  so  completely  tliat  the  oxyhaemoglobin  spectrum  disap- 
pears and  only  the  hgemoKlobln  spectrum  is  seen  yields  large  amounts  of  t)Xygen  when 
lixposed  to  a  vacuum.  Blood  which  has  been  reduced  by  the  prissiige  of  a  stream  of 
hydrogen  through  it  until  the  oxyhsemoglobin  spectrum  disappears  acts  in  the  same 
manner.  Hence  a  loose  combination  of  haemoglobin  and  oxygen  exists  which  gives  the 
haemoglobin  spectrum,  and  this  combination  is  called  pseudohseraoglobin  by  Ludwig 
and  SiBGFKiED.  Pseudohaemoglobin,  whose  presence  has  been  detected  in  asphyxiation 
blood  from  dogs,  is  considered  by  the  authok  as  an  intermediate  step  between  haemo- 
globin and  oxyhaemoglobin  on  the  reduction  of  the  latter.  The  occurrence  of  pseudo- 
haemoglobin  seems  not  to  have  been  positively  proved.* 

'  Philosophical  Magazine,  Vol.  28,  No.  190,  Nov.  1864. 

'  Zeitschr.  f,  physiol.  Chem.,  Bd.  4. 

'  Dii  Bois-Iieymond's  Archiv,  1890  i  see  also  Ivo  Novi,  Pflager's  Archiv,  Bd.  56. 

*  See  Hllfner,  Du  Bois-Reymond's  Arch.,  1894,  S.  140,    .         , 
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Methaemoglobin.  This  name  has  been  given  to  a  coloring  matter  which 
is  easily  obtained  from'  oxyhaemoglobin  as  a  transformation  product  and 
which  has  been  correspondingly  found  in  transudations  and  cystic  fluids 
containing  blood,  in  urine,  in  hsematnria  or  haemoglobinuria,  also  in  urine 
and  blood  on  poisoning  with  potassium  chlorate,  a:myl  nitrite  or  alkali 
nitrite,  and  many  other  bodies. 

Methffimoglobin  does  not  contain  any  oxygen  in  molecular  or  dissociable 
combination,  but  still  the  oxygen  seems  to  be  of  importance  in  the  forma- 
tion of  methaemoglobin,  because  it  is  formed  from  oxyhEemoglobin  in  the 
absence  of  oxygen  or  oxidizing  agents,  and  not  from  haemoglobin.  If 
arterial  blood  be  sealed  up  in  a  tube,  it  gradually  consumes  its  oxygen  and 
becomes  venous,  and  by  this  absorption  of  oxygen  a  little  methsemoglobin 
is  formed.  The  same  occurs  on  the  addition  of  a  small  quantity  of  acid  to 
the  bipod.  By  the  spontaneous  decomposition  of  blood  some  mefcheemo- 
globin  is  formed,  and  by  the  action  of  ozone,  potassium  permanganate, 
potassium  ferricyanide,  chlorates,  nitrites,  nitrobenzol,  pyrogallol,  pyro- 
catechin,  acetanilid,  and  certain  other  bodies  on  the  blood  an  abundant 
formation  of  methaemoglobin  takes  place. 

According  to  the  investigations  of  Hufnek,  Kulz,  and  Otto  methsemo- 
globin  contains  just  as  much  oxygen  as  oxyhaemoglobin,  but  it  is  more 
strongly  combined.  According  to  Haldane  methaemoglobin  contains  two 
combined  oxygen  atoms,  while  in  oxyhemoglobin  an  oxygen  molecule  is 

/^  ^0 

united.     Oxyheemoglobin  Hbc'    |  and  methaemoglobin  Hb;r    .    Jadbrholii 

^0  ^0 

and  Saakbach  claim  that  a  methaemoglobin  solution  is  first  converted  into 
an  oxyhaemoglobin  and  then  into  a  haemoglobin  solution  by  reducing  sub- 
stances, while  Hoppe-Setlee  and  Akaki'  claim  that  it  is  converted 
directly  into  a  haemoglobin  solution. 

Methaemoglobin  crystallizes  as  first  shown  by  Hufijbb  and  Otto  in 
brownish-red  needles,  prisms,  or  six-sided  plates.  It  dissolves  easily  in 
water;  the  solution  has  a  brown  color  and  becomes  a  beautiful  red  on  the 
addition  of  alkali.  The  solution  of  the  pure  substance  is  not  precipitated 
by  basic  lead  acetate  alone,  but  by  basic  lead  acetate  and  ammonia.  The 
absorption-spectrum  of  a  watery  or  acidified  solution  of  methaemoglobin  is, 
according  to  Jaderholm  and  Bertix-Sans,  very  similar  to  that  of 
hsematin  in  acid  solution,  but  is  easily  distinguished  from  the  latter  since, 
on  the  addition  of  a  little  alkali  and  a  reducing  substance,  the  former 
passes  over  to  the  spectrum  of  reduced  haemoglobin,  while  a  haematin  solu- 
tion under  the  same  conditions  gives  the  spectrum  of  an  alkaline  haemo- 

'  Otto,  Zeitschr.  f.  pbysiol.  Cbem.,  Bd.  7  ;  Haldane,  Joiiru.  of  Pliysiol.,  Vol.  22; 
Jadei-holm,  Zeitscbv.  f.  Biologie,  Bd.  16;  Saarbach,  Pliilgei's  Arch.,  Bd.  38;  Aiaki, 
Zeitschr.  f.  pbysiol.  Chem.,  Bd.  14. 
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chromogen  solution  (see  below).  Methfemoglobin  in  alkaline  solntion  shows 
two  absorption-bands  whicb  are  like  the  two  oxyhsemoglobin  bands,  but 
they  differ  from  these  in  that  the  band  /?  is  stronger  than  a.  By  the  side 
of  the  band  a  and  united  with  it  by  a  shadow  lies  a  third,  fainter  band 
between  G  and  D,  near  to  D.  According  to  other  investigators,  Aeaki 
aad  DiTTEioH,  a  neutral  or  faintly  acid  methaemoglobin  solntion  shows 
only  one  characteristic  band  a  between  C  and  D,  and  the  second  band 
lietweea  D  and  E  is  only  due  to  contamination  with  oxyhemoglobin 
(Mejstzies).' 

Crystallized  methsemoglobin  may  be  easily  obtained  by  treating  a  con- 
centrated soluton  of  oxyhasmoglobin  with  a  sufficient  quantity  of  concen- 
trated potassium  ferriycanide  solution  to  give  the  mixture  a  porter-brown 
color.  After  cooling  to  0°  C.  add  i  vol.  cooled  alcohol  and  allow  the 
mixture  to  stand  a  few  days  in  the  cold.  The  crystals  may  be  easily  purified 
by  recrystallizing  from  water  by  the  addition  of  alcohol. 

PHOTOMETHiEMOGLOBiN  IS  the  name  given  by  Bock  ^  to  a  modification 
■of  methsemoglobin,  produced  under  the  influence  of  sunlight,  which  gives  a 
spectrum  very  similar  to  haemoglobin. 

Carbon  Monoxide  Haemoglobin '  is  the  molecular  combination  between 
1  mol.  haemoglobin  and  1  mol.  CO,  according  to  Hupnee,*  which  contains 
1.338  c.c.  carbon  monoxide  (at  0°  and  760  mm.  Hg)  for  1  gm.  hsemoglobin. 
This  combination  is  stronger  than  the  oxygen  combination  of  hsemoglobin. 
The  oxygen  is  for  this  reason  easily  driven  ofE  by  carbon  monoxide,  and 
this  explains  the  poisonous  action  of  carbon  monoxide,  which  kills  by  the 
expulsion  of  the  oxygen  of  the  blood. 

Carbon  monoxide  haemoglobin  is  formed  by  saturating  blood  or  a  hasmo- 
globin  solution  with  carbon  monoxide,  and  may  be  obtained  as  crystals  by 
the  same  means  as  oxy haemoglobin.  These  crystals  are  isomorphous  to  the 
oxyhaBmoglobin  crystals,  but  are  less  soluble  and  more  stable,  and  their 
bluish-red  color  is  more  marked..  For  the  detection  of  carbon-monoxide 
haemoglobin  its  absorption  spectrum  is  of  the  greatest  importance.  This 
spectrum  shows  two  bands  which  are  very  similar  to  those  of  oxyhaemo- 
globin,  but  they  occur  more  towards  the  violet  part  of  the  spectrum.  These 
bands  do  not  change  noticeably  on  the  addition  of  reducing  substances; 
this   constitutes   an   important   difference   between  carbon  monoxide  and 

'  Jaderholm,  1.  c. ;  Bertin-Sans,  Comp.  rend.,  106  ;  Dittrich,  Arch.  f.  exp.  Path.  u. 
Pharm.,  Bd.  29  ;  Meuzies,  Jouin.  of  Physiol.,  Vol.  17.  Important  references  on 
methsemoglobin  are  given  by  Otto,  Pfliiger's  Arch.,  Bd.  31. 

2  Skand.  Arch.  f.  Physiol.,  Bd.  6 

'  In  reference  to  carbon  monpxide  hsemoglobin  see  especially  Hoppe-Seyler,  Med. 
■chem.  Untersuch.,  S.  201 ;  Centralbl.  f.  d.  med.  Wlssensch.,  1864  and  1865  ;  Zeitschr, 
1.  physiol.  Chem.,  Bdd.  1  and  13. 

*  Du  Bois-Beymond's  Archiv,  Physiol.  Abth.,  1894.  On  the  dissociation  constant  ot 
carbon  monoxide  hsemoglobin,  see  ibid.,  1895. 
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oxyhaemoglobin.  If  the  blood  contains  oxyhaemoglobin  and  carbon-mon- 
oxide haemoglobin  at  the  same  time,  we  obtain  on  the  addition  of  a  reducing- 
substance  (ammoniacal  ferro-tartrate  solution)  a  mixed  spectrum  originating 
from  the  haemoglobin  and  carbon-monoxide  haemoglobin. 

A  great  many  reactions  have  been  suggested  for  the  detection  of 
carbon-monoxide  hsemoglobin  in  medico-legal  cases.  A  simple  and  at  the 
same  time  a  good  one  is  Hoppb-Seylee's  soda  test.  The  blood  is  treated 
with  double  its  volume  of  caustic-soda  solution  of  1.3  sp.  gr.,  by  which 
ordinary  blood  is  converted  into  a  dingy  brownish  mass,  which  when 
spread  out  on  porcelain  is  brown  with  a  shade  of  green.  Carbon-monoxide 
blood  gives  under  the  same  conditions  a  red  mass,  which  if  spread  out  on 
porcelain  shows  a  beautiful  red  color.  Several  modifications  of  this  test 
have  been  proposed. 

As  according  to  Bohk  there  are  several  oxyhaemoglobins,  so  also,  according  to  Bohb 
and  Bock,"  there  are  several  carbon  monoxide  hsemoglobins,  ■with  different  amounts  of 
carbon  monoxide.  As  hsemoglobin  can  unite  with  oxygen  and  carbon  dioxide  simul- 
taneously, as  shown  by  Bohr  and  Tokdp,  so  also  can  it  unite  with  carbon  monoxide  and 
carbon  dioxide  simultaneously  independently  of  each  other. 

Carhon  monoxide  methsemoglobin  has  been  prepared  by  Weil  and  v.  Anbep  by  the 
action  of  potassium  permanganate  on  carbon  monoxide  hsemoglobin,  but  this  is  con- 
tradicted by  Bbhtin-Sans  and  Moitebsier.'  Sulphur  methsemoglobin  is  the  name 
given  by  Hoppb-Setler '^  to  that  coloring  matter  which  is  formed  by  the  action  of 
sulphuretted  hydrogen  or  oxyhsemoglobin.  '^he  solution  has  a  greenish-red,  dirty 
color  and  shows  two  absorption-bands  between  C  and  D.  Tliis  coloring  matter  is 
claimed  to  be  the  greenish  color  seen  on  the  surface  of  putrefying  flesh.  E.  Haenack* 
has  investigated  the  action  of  sulphuretted  hydrogen  and  acids  on  the  blood-pigment. 
In  these  investigations  certain  of  Hoppb-Sbyler's  statements  in  regard  to  sulphur 
melhsemoglobin  and  the  action  of  the  above  gases  on  the  blood-pigments,  have  been  con- 
firmed. 

Carbon-dioxide  Haemoglobin,  CarloTiminogloMn.  Hasmoglobin,  accord- 
ing to  Bohk  and  Tokup,'  also  forms  a  molecular  combination  with  carbon 
dioxide  whose  spectrum  is  similar  to  that  of  haemoglobin.  According  to 
Bohk  there  are  three  different  carbohaemoglobins,  namely,  a-,  §-,  and 
^-carbohaemoglobin,  in  which  1  gm.  combines  with  respectively  1.5,  3,  and 
6  c.c.  COj  (measured  at  0°  C.  and  760  nim.)  at  -}-  18°  C.  and  a  pressure  of 
60  mm.  mercury.  If  a  hsemoglobin  solution  is  shaken  with  a  mixture  of 
oxygen  and  carbon  dioxide,  the  haemoglobin  combines  loosely  with  the 
oxygen  as  well  as  carbon  dioxide,  independently  of  each  other,  just  as  if 
each  gas  existed  alone  (Bohk).  He  considers  that  the  two  gases  are  com- 
bined with  different  parts  of  the  haemoglobin,  namely,  the  oxygen  with  the 
pigment   nucleus   and    the   carbon   dioxide  with  the  proteid    component. 

'  Centralbl.  f.  Physiol.,  Bd.  8,  and  Maly's  Jahresber.,  Bd.  25. 

'v.  Anrep,  Du  Bois-Eeymond's  Arch.,  1880;  Sans  and  Moitessier,  Compt.  rend.. 
Tome  113. 

^  Med.-chem.  TJntersuch.,  S.  151.     See  Araki,  Zeitschr.  f.  physiol.  Chem.,  Bd.  14. 

"  Zeitschr.  f.  physiol!  Chem.,  Bd.  26. 

5  Bohr,  Extrait  du  Bull  de  I'Acad.  Danoise,  1890.  Centralbl.  f.  Physiol.,  Bd.  4. 
Torup,  Maly's  Jahresber.,  Bd.  17. 
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Accordiug  to  Torup  the  haemoglobin  must  therefore  be  partly  decomposed 
by  the  carbon  dioxide  setting  free  some  proteid. 

Nitric-oxide  Hsemoglobin  is  also  a  crystalline  molecalar  combination 
■which  is  even  stronger  than  the  carbon-monoxide  hsemoglobin.  Its  solution 
shows  two  absorption-bands  which  are  paler  and  less  sharp  than  the  carbon- 
monoxide  haemoglobin  bands,  and  they  do  not  disappear  on  the  addition  of 
reducing  bodies. 

Hsemoglobiu  also  forms  a  molecular  combinatiou  with  acetylene.  Hydrocyanic  acid 
is  also  claimed  to  form  a  combinalion  with  bEemoglobiii.  MethsBmoglobin  solutioDS 
become  of  a  beautiful  red  color  by  the  action  of  hydrocynuic  acid,  and,  accordiug  to 
KoBBRT,'  cyanmelhoimoglobin  is  probably  formed.  Its  specirum  is  very  similar  to  that  of 
hsemoglobin,  but  it  is  not  converted  into' oxybaemoglobin  on  sbaking  witlx  air. 

Decomposition  products  of  the  blood-coloring  matters.  By  its  decomposi- 
tion haemoglobin  yields,  as  above  stated,  a  proteid,  which  has  been  called 
gloiin  (Preter  and  Schulz),  and  a  ferruginous  pigment  as  chief  products. 
The  globin,  which  was  isolated  and  studied  by  Schdlz  '  differs  from  most 
other  proteids  by  containing  a  high  amount  of  carbon,  54.97,^,  with  only 
16.89^  nitrogen.  It  is  insoluble  in  water  but  very  easily  soluble  in  acids, 
or  alkalies.  It  is  not  dissolved  by  ammonia  in  the  presence  of  ammonium 
chloride.  Nitric  acid  precipitates  it  in  the  cold  but  not  when  warm.  It. 
may  be  coagulated  by  heat  but  the  coagulum  is  readily  soluble  in  acids» 
Because  of  these  reactions  it  is  considered  as  a  histon  by  Schulz.  i 

The  pigment  split  ofE  is  different,  depending  upon  the  conditions  under 
which  the  cleavage  takes  place. 

If  the  decomposition  takes  place  in  the  absence  of  oxygen,  a  coloring 
matter  is  obtained  which  is  called  by  Hoppe-Seylbr  JicBmochromogen,  by 
other  investigators  (Stokes)  reduced  hcematin.  In  the  presence  of  oxygen, 
haemochromogen  is  quickly  oxidized  to  haBmatin,  and  we  therefore  obtain 
in  this  case  hmmatin  as  a  colored  decomposition  product.  As  haemo- 
chromogen is  easily  converted  by  oxygen  into  haematin,  so  this  latter  may 
be  reconverted  into  haemochromogen  by  reducing  snbstances. 

Haemochromogen  was  discovered  by  Hoppe-Seyler.'  He  was  also  able 
to  obtain  this  coloring  matter  as  crystals.  Haemochromogen  is,  according 
to  Hoppe-Setler,  the  colored  atomic  group  of  haemoglobin  and  its  com~ 
bination  with  gases,  and  this  atomic  group  is  combined  with  proteids  in  the 
pigment.  The  characteristic  absorption  of  light  depends  on  the  hEenio- 
chromogen,  and  it  is  also  this  atomic  group  which  binds  in  the  oxybaemo- 
globin 1  mol.  oxygen  and  in  the  carbon-monoxide  haemoglobin  1  moK 
carbon  monoxide  with  1  atom  iron,  Hoppe-Seyler  has  observed  a  com- 
bination between  haemochromogen  and  carbon  monoxide,  and  this  combina- 
tion shows  the  spectral  appearance  of  carbon  monoxide  hemoglobin. 

'  Ueber  Cyanmetboemoglobiu,  etc.     Stuttgart,  1891. 
»  Zeitscbr.  f.  physiol.  Chera.,  Bd.  24. 
» Zeitschr.  f.  physiol.  Chem.,  Bd.  13. 
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Aq  alkaline  hsemochromogeu  solution  has  a  beautiful  red  color.  It 
shows  two  absorption-bands,  first  described  by  Stokes,  of  which  the  one  is 
darker  and  lies  between  D  and  J^,  and  the  other,  broader  but  not  so  dark, 
covers  the  lines  E  and  h.  In  acid  solution  hsemochromogen  shows  four 
bands,  which,  according  to  Jadeeholm,'  depend  on  a  mixture  of  hsemo- 
chromogen and  hsematoporphyrin  (see  below),  this  last  formed  by  a  partial 
decomposition  resulting  from  the  action  of  the  acid. 

Hsemochromogen  may  be  obtaiued  as  crystals  by  the  action  of  caustic 
soda  on  hsemoglobin  at  100°  C.  in  the  absence  of  oxygen  (Hoppe-Seyler). 
By  the  decomposibion  of  hsemoglobin  by  acids  (of  course  in  the  absence  of 
air)  we  obtain  hsemochromogen  contaminated  with  a  little  hsematoporphyrin. 
An  alkaline  hsemochromogen  solution  is  easily  obtained  by  the  action  of  a 
reducing  substance  (Stokes'  reduction  liquid)  on  an  alkaline  lisematin 
solution.  V.  Zetnek"  has  been  able  to  obtain  haamochromogen  in  a  solid 
condition  by  reducing  hsematin  with  hydrazin  hydrate  in  a  faintly 
ammoniacal  solution  under  special  precautions  and  precipitating  the  product 
by  alcohol-ether.  The  otherwise  pare  and  unchanged  product  seems  to  be 
an  ammonia  combination  of  hsemochromogen,  which  is  formed  in  the  reduc- 
tion of  the  hsematin  into  hsemochromogen  when  for  every  3  molecules  of 
hsematin  only  1  atom  of  oxygen  is  removed  and  the  two  hamatin  residues 
are  united  by  1  atom  of  oxygen. 

Hsematin,  also  called  Oxyhsematiu,  is  sometimes  found  in  old  transuda- 
tions. It  is  formed  by  the  action  of  gastric  or  pancreatic  juices  on 
oxyhsemoglobin,  and  is  therefore  also  found  in  the  fseces  after  hemorrhage 
in  the  intestinal  canal,  and  also  after  a  meat  diet  and  food  rich  in  blood. 
It  is  stated  that  hsematin  may  occur  in  urine  after  poisoning  with  arseniu- 
retted  hydrogen.  As  shown  above,  the  hsematin  is  formed  by  the  decom- 
position of  oxyhsemoglobin,  or  at  least  of  haemoglobin,  in  the  presence  of 
oxygen.  Cazeneuvb  and  Bketeau  °  have  analyzed  hsematin  from  different 
kinds  of  blood  (ox,  horse,  sheep)  and  have  found  that  hsematin  from  a 
certain  variety  of  blood  has  the  same  composition,  while  that  from  a  differ- 
ent variety  of  animals  has  a  different  composition. 

The  statements  in  regard  to  the  composition  of  hsematin  are  rather 
contradictory  which  seqms  to  depend  upon  the  fact  that  different  hsematins 
are  formed  under  various  conditions  (Kustek,  K.  Mobnee).  According 
to  Hoppe-Setleb  its  formula  is  C^.H^sN^FeO,,  to  Nencki  and  Sieber,  also 
BiALOBEZESKi  it  is  C„H„N"^FeO,,  and  according  to  Hoenee  and  Kustee, 
probably,  C^Hj^N^PeO,.  The  hsematin  analyzed  by  K.  Mokker  which 
was  not  identical  with  haematin  prepared  by  other 'investigators,  had  the 
formula,  Cj^H^N'.FeOj.  According  to  all  these  investigators  1  atom  of 
iron  occurs  with  every  4  atoms  of  nitrogen.     According  to  Oloetta,  and 

'  Nord.  med.  Aikiv.,  Bd.  16. 

«  Zeitschr.  f.  physiol.  Chem.,  Bd.  25. 

'  Compt.  rend..  Tome  128. 
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also  RosENFELD,'  hsBmatin  has  the  formula,  C,„H,^]Sr,Pe03,  and  1  atom  of 
iron  for  every  3  atoms  of  nitrogen. 

Od  carefully  oxidizing  haematia  (in  glacial  acetic  acid)  with  potassium  bicliroraate, 
KBsTKK  obtained,  besides  a  ferruginous  but  not  closely-studied  body,  two  acids  with  the 
formuliE,  CbHioOs  and  CaH,oO».  The  first  is  considered  as  bibasic  Immatinic  acid  and 
the  second  tribasic  hcematinic  acid. 

Hsematin  is  amorphoas,  dark  brown  or  bluish  black.  It  may  be  heated 
to  180°  C.  without  decomposition;  on  burning  it  leaves  a  residue  consisting 
of  iron  oxide.  It  is  insoluble  in  water,  dilute  acids,  alcohol,  ether,  and 
chloroform,  but  it  dissolves  slighty  in  warm  glacial  acetic  acid.  Haematin 
dissolves  in  acidified  alcohol  or  ether.  It  easily  dissolves  in  alkalies,  even 
when  very  dilute.  The  alkaline  solutions  are  dichroitic;  in  thick  layers 
they  appear  red  by  transmitted  light,  and  in  thin  layers  greenish.  The 
alkaline  solutions  are  precipitated  by  lime-  and  baryta-water,  as  also  by 
solutions  of  neutral  salts  of  the  alkaline  earths.  The  acid  solutions  are 
always  brown. 

An  acid  haematin  teolution  absorbs  the  red  part  of  the  spectrum  less  and 
the  violet  part  more.  The  solution  shows  a  rather  sharply  defined  band 
between  C  and  Z*  whose  position  may  change  with  the  variety  of  acid  used 
as  a  solvent.  Between  D  and  F  a  second,  much  broader,  less  sharply 
defined  band  occnrs  which  by  proper  dilution  of  the  liquid  is  converted  info 
two  bands.  The  one  between  S  and  F,  lying  near  F,  is  darker  and  broader, 
the  other,  between  D  and  E,  lying  near  E,  is  lighter  and  narrower.  Also 
by  proper  dilution  a  fourth  very  faint  band  is  observed  between  D  and  B 
lying  near  B.  Haematin  may  thus  in  acid  solution  show  four  absorption 
bands;  ordinarily  one  sees  distinctly  only  the  bands  between  Cand  D  and 
the  broad,  dark  band — or  the  two  bands — ^between  D  and  F.  In  alkaline 
solution  the  haematin  shows  a  broad  absorption-band,  which  lies  in  greatest 
part  between  G  and  B,  bat  reaches  a  little  over  the  line  B  towards  the 
right  in  the  space  between  B  and  E. 

Haemin,  H^misr  Cetstals,  or  Teichmaitit's  Crystals.  Haemin  is  the 
hydrochloric  acid  ester  of  haematin  and  is  the  starting-point  in  the  prepara- 
tion of  the  latter. 

According  to  Nencki  and  Sibber  the  haemin  crystals  are  a  double  combination  with 
the  solvent,  amyl  alcohol  or  acetic  ^id,  which  is  used  in  their  preparation  ;  while 
Hoppb-Seylbr  claims  that  the  solvent  is  only  held  mechanically  by  the  crystals.  The 
formula  of  the  haemin  crystals  prepared  by  means  of  iimyl  alcohol  is,  according  to 
Nencki  and  Siebkr,  (C8jH8iClN<FeOs)4.CsHi30.  Haematin  esters  with  other  acids  are 
also  known  (See  KiJSTEB  I.e.). 

'  Hoppe-Seyler,  Med.  chera.  Untersuch.,  S.  535;  Nencki  and  Sieber,  Arch.  f.  exp. 
Path.  u.  Pharm,,  Bdd.  18  and  20,  und  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  18;  Bial- 
obrzeski,  Arch,  des  scienc.  biol.  de  St.  Petersbourg,  Tome  5  ;  Kilster,  Beitrftge  zur 
Kenntniss  des  Hsematins,  Tubingen,  1896,  and  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bdd. 
27  und  30;  K.  M5rner,  Nord.  med.  Arkiv.  Festband.,  1897,  No.  1  and  30;  Cloetta, 
Aich,  f.  exp.  Path.  u.  Pharm.,  Bd.  86  ;  Rosenfeld,  iUa.,  Bd.  40. 
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Hamin  crystals  form  in  large  masses  a  blnish-black  powder,  but  are  bo 
amall  that  they  can  only  be  seen  by  the  microscope.  They  consist  of  dark- 
brown  or  nearly  brownish-black  long,  rhombic,  or  spool-like  crystals, 
isolated,  or  grouped  as  crosses,  rosettes,  or  starry  forms.  Cubical  crystals 
may  also  occur  according  to  Cloetta.  They  are  insoluble  in  water,  dilute 
acids  at  the  normal  temperature,  alcohol,  ether,  and  chloroform.  They  are 
slightly  soluble  in  glacial  acetic  acid  with  warmth.  They  dissolve  in 
acidified  alcohol,  as  also  in  dilute  caustic  or  carbonated  alkalies ;  and  in  the 
last  case  they  form,  besides  alkali  chlorides,  soluble  haematin  alkali,  from 
which  the  hsematin  may  be  precipitated  by  an  acid. 

The  principle  of  the  preparation  of  haemin  crystals  in  large  quantities  is 
as  follows:  The  washed  sediment  from  the  blood-corpnscles  is  coagulated 
with  alcohol  or  by  boiling  after  dilution  with  water  and  the  careful  addition 
of  acid.  The  strongly  pressed  but  not  dry  mass  is  rubbed  witli  90-9oj^ 
alcohol,  which  has  previously  been  treated  with  oxalic  acid  or  \-\io  con- 
centrated sulphuric  acid,  &nd  allow  this  to  stand  several  hours  at  the 
temperature  of  the  room.  The  filtrate  is  warmed  to  about  70°  C,  treated 
with  hydrochloric  acid  (for  each  liter  of  filtrate  add  10  c.c,  25^  hydro- 
chloric acid  diluted  with  alcohol,  Mornee),  and  allow  it  to  stand  in  the 
cold.  The  crystals  which  separate  in  one  or  two  days  are  first  washed  with 
alcohol  and  then  with  water.  For  particulars  as  to  the  various  methods  we 
refer  the  reader  to  the  cited  works  of  Neitcki  and  Siebek,   Cloetta, 

KUSTBB,  MoRNER,  and  EOSENFELD. 

Hsematin  is  obtained  on  dissolving  the  haemin  crystals  in  very  dilute 
caustic  alkali  and  precipitating  with  an  acid. 

In  preparing  hsemin  crystals  in  small  quantities  proceed  in  the  following 
manner:  The  blood  is  dried  after  the  addition  of  a  small  quantity  of 
common  salt,  or  the  dried  blood  may  be  rubbed  with  a  trace  of  common 
salt.  The  dry  powder  is  placed  on  a  microscope-slide,  moistened  with 
glacial  acetic  acid,  and  then  covered  with  the  cover-glass.  Add,  by  means 
of  a  glass  rod,  more  glacial  acetic  acid  by  applying  the  drop  at  the  edge  of 
the  cover-glass,  until  the  space  between  the  slide  and  the  cover-glass  is  full. 
3^ow  warm  over  a  very  small  flame,  with  the  precaution  that  the  acetic  acid 
does  not  boil  and  pass  with  the  powder  from  under  the  cover-glass.  If  no 
crystals  appear  after  the  first  warming  and  cooling,  warm  again,  and  if 
necessary  add  some  more  acetic  acid.  After  cooling,  if  the  experimnt  has 
been  properly  performed,  a  number  of  dark-brown  or  nearly  black  h^min 
crystals  of  varying  forms  will  be  seen. 

H^matin  is  dissolved  by  concentrated  sulphuric  acid  in  the  presence  of 
a,ir,  forming  a  purple-red  liquid.  The  iron  is  here  split  ofE  and  the  new 
pigment,  called  limmatoporphyrin  by  Hoppe-Setlbr,  is  iron-free.  The 
haematin  yields  with  concentrated  sulphuric  acid,  in  the  absence  of  air, 
a  second  iron-free  coloring  matter  called  hmmatolin  (Hoppe-Setler). 
Hsematoporphyrin  may  also  be  prepared  by  the  action  of  glacial  acetic  acid 
saturated  with  hydrobromic  acid  on  hasmin  crystals  (Nekcki  and  Sieber'). 

'  Hoppe-Seyler,  Med.-obetn.  Unteisuub.,  S.  528  ;  Nencki  and  Sieber,  Monatshefte  f. 
Chem.,  Bd.  9. 
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Hsematoporphyrin,  C„H„]Sr,0,.  This  pigment,  according  to  Mac 
MuNN,'  occurs  as  a  physiological  pigment  in  certain  animals.  It  occurs, 
as  shown  by  Gabeod  and  Saillbt,  as  a  normal  constituent,  although  only 
as  traces,  of  human  urine.  It  occurs  in  greater  quantities  in  human  urine 
especially  after  the  use  of  sulphonal  (see  Chapter  XV). 

This  coloring  matter  is,  according  to  Nencki  and  Siebek,  an  isomer  of 
the  bile-pigment  bilirubin,  and  its  formation  from  hsematin  can  be  expressed 
by  the  following  equation : 

C„H„N,0,Fe  +  2H,0  -  Fe  =  2C,.H,A0,. 

A  pigment  closely  allied  to  the  urinary  pigment  urobilin  has  been  obtained 
by  the  action  of  reducing  snbstances  on  haemotoporphyrin  (Hoppe-Seylbr, 
Nencki  and  Siebek,  Le  Nobel,  Mac  Munn).  On  the  administration  of 
haemotoporphyrin  to  rabbits,  Nbncki  and  Eotscht  "  observed  that  a  part 
was  reduced  to  a  substance  similar  to  urobilin. 

On  heating  hsematoporphyrin  it  decomposes  and  evolves  an  odor  of 
pyrrol.  It  dissolves  with  a  red  color  in  warm,  fuming  nitric  acid,  and  the 
solution  becomes  then  green,  blue,  and  yellow.  The  hydrochloric  acid 
combination  crystallizes  in  long  brownish-red  needles.  If  the  solution  in 
hydrochloric  acid  is  nearly  neutralized  and  then  treated  with  sodium  acetate, 
the  pigment  separates  out  as  amorphous,  brown  flakes  not  readily  soluble  in 
amyl  alcohol,  ether,  and  chloroform,  but  readily  soluble  in  ethyl  alcohol, 
alkalies,  and  dilute  mineral  acids.  The  combination  with  sodium  crystal- 
lizes as  small  tufts  of  brown  crystals.  The  acid  alcoholic  solutions  have  a 
beautiful  purple  color,  which  becomes  violet-blue  on  the  addition  of  large 
quantities  of  acid.  The  alkaline  solution  has  a  beautiful  red  color, 
especially  when  not  too  much  alkali  is  present.  Haematoporphyrin  prepared 
by  various  methods  may  difEer  somewhat  in  solubility  and  in  color  of  solu- 
tion, but  their  characteristic  absorption-spectra  are  essentially  the  same. 

An  alcoholic  solution  of  haematoporphyrin,  acidulated  with  hydrochloric 
or  sulphuric  acid,  shows  two  absorption-bands,  of  which  one  is  fainter  and 
narrower  and  lies  between  0  and  D,  near  D.  The  other  is  much  darker, 
sharper  and  broader,  and  lies  in  the  middle  between  D  and  E.  An  absorp- 
tion extends  from  these  bands  towards  the  red,  terminating  with  a  dark 
edge,  which  may  be  considered  as  a  third  band  between  the  other  two. 

A  dilute  alkaline  solution  shows  four  bands,  namely,  a  band  between  C 
and  D;  a  second,  broader,  surrounding  D  and  with  its  broadest  part 
between  D  and  E;  a  third,  between  D  and  E  nearly  at  E;  and  lastly  a 
fourth,  broad  and  dark  band  between  5  and  F.     On  the  addition  of  an 

'  Journ.  of  Physiol.,  Vol.  7. 

'  Hoppe-Seyler,  1.  c,  S.  523 ;  Le  Nobel,  Pfluger's  Arch.,  Bd.  40 ;  Mac  Munii,  Proc. 
Roy.  Soc.,  Vol.  30,  and  Journ.  of  Physiol.,  Vol.  10 ;  Nencki  and  liotschy,  MonatsLefte 
f.  Chem.,Bd.  10. 
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alkaline  zinc-chloride  solation  the  speotram  changes  more  or  less  rapidly/ 
and  finally  a  spectrum  is  obtained  with  only  two  bands,  of  which  one  sur- 
rounds D  and  the  other  lies  between  D  and  E.  If  an  acid  hEematoporphyriri 
solution  is  shaken  with  chloroform,  a  part  of  the  pigment  is  taken  up  by 
the  chloroform,  and  this  solution  often  shows  a  five-banded  spectrum  with, 
two  bands  between  G  and  D. 

Hsematoidin,  thus  called  by  Viechow,  is  a  pigment  which  crystallizes 
in  orange-colored  rhombic  plates,  and  which  occurs  in  old  blood  extravasa- 
tions, and  whose  origin  from  the  blood-coloring  matters  seems  to  be  estab- 
lished (Langhans,  Ookdua,  Quincke,  and  others").  A  solution  of 
hasmatoidin  shows  no  absorption-bands,  biit  only  a  strong  absorption  of  the 
violet  to  the  green  (Ewald^).  According  to  most  observers,  htematoidin 
is  identical  with  the  bile-pigment  bilirubin.  It  is  not  identical  with  the 
crystallizable  lutein  from  the  corpora  lutea  of  the  ovaries  of  the  cow  (Picco- 
lo and  LiBBEN,*  Kuhnb  and  Ewald). 

In  the  detection  of  the  above-described  blood-coloring  matters  the- 
spectroscope  is  the  only  entirely  trustworthy  means  of  investigation.  If  it 
is  only  necessary  to  detect  blood  in  general  and  not  to  determine  definitely 
whether  the  coloring  matter  is  hasmoglobin,  methaemoglobin,  or  hsematin, 
then  the  preparation  of  hsemin  crystals  is  an  absolute  positive  proof.  The 
reader  is  referred  to  more  extended  text-books  for  exacter  methods  for  the 
detection  of  blood  in  chemico-legal  cases,  and  it  is  perhaps  sufficient  to  give- 
here  the  chief  points  of  the  investigation. 

If  spots  on  clothes,  linen,  wood,  etc.,  are  to  be  tested  for  the  presence 
of  blood,  it  is  best,  when  possible,  to  scratch  or  shave  off  as  much  as 
possible,  rub  with  common  salt,  and  from  this  prepare  the  haemin  crystals. 
On  obtaining  positive  results  the  presence  of  blood  is  not  to  be  doubted. 
If  you  do  not  obtain  sufficient  material  by  the  above  means,  then  soak  th& 
spot  with  a  few  drops  of  water  in  a  watch-crystal.  If  a  colored  solation  is, 
thus  obtained,  then  remove  the  fibres,  wood-shavings,  and  the  like  as  far  aa 
possible,  and  allow  the  solution  to  dry  in  the  watch-glass.  The  dried 
residue  may  be  partly  used  for  the  spectroscope  test  directly,  and  part  may 
be  employed  in  the  preparation  of  the  hsemin  crystals.  It  also  serves  to 
detect  hsemochromogen  in  alkaline  solution  after  previous  treatment  with 
alkali  and  the  addition  of  reducing  substances. 

If  a  colorless  solution  is  obtained  after  soaking  with  water,  or  the  spots- 
are  on  rusty  iron,  then  digest  with  a  little  dilute  alkali  (5  p.  m.).  In  the 
presence  of  blood  the  solution  gives,  after  neutralization  with  hydrochloric 
acid  and  drying,  a  residue  which  may  give  the  hsemin  crystals  with  glacial 
acetic  acid.     Another  part  of  the  alkaline  solution  shows,  after  the  addition 

'  See  Hammarsten,  Skand.  Aicli.  f.  Physiol.,  Bd.  3,  and  Garrod,  Journ.  of  Physiol. 
Vol.  13. 

"  A  comprehensive  review  of  the  lileratuie  pertaining  to  lisematoidin  may  be  found 
in  Stadelmauu:  Der  Icterus,  etc.     Stuttgart,  1891.     Pages  3  and  45. 

»  Zeitschr.  f.  Biologie,  Bd.  22,  S.  475. 

*  Cit.  from  Gorup-Besanez:  Lehrbuch  d.  physiol.  Chem.,  4-  Anfl.,  1878. 
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of  Stokes'   reduction  liquid,   the  absorption-bands  of  haeinochromogen  in 
alkaline  solution. 

Ttie  methods  proposed  for  the  quantitative  estimation  of  the  blood- 
coloring  matters  are  partly  chemical  and  partly  physical. 

Among  the  cliemiciil  methods  to  be  mentioned  is  tlie  iisliing  of  the  blood  and  the 
determination  of  the  amount  of  iron  contained  therein,  from  which  the  amount  of 
haemoglobin  may  be  calculated.  Jollbs  '  has  recently  suggested  a  clinical  method  based 
on  the  incineration  of  the  blood  and  determining  the  iron  in  the  ash. 

The  physical  methods  consist  either  in  a  colorimetric  or  a  spectroscopic 

investigation. 

The  principle  of  Hoppe-Setler's  colorimetric  metliod  is  that  a  measured 
quantity  of  blood  is  diluted  with  an  exactly  measured  quantity  of  water 
until  the  diluted  blood  solution  has  the  same  color  as  a  pure  oxyhsemoglobin 
solution  of  a  known  strength.  The  amount  of  coloring  matter  present  in 
the  undiluted  blood  may  be  easily  calculated  from  the  degree  of  dilution. 
In  the  colorimetric  testing  we  use  a  glass  vessel  with  parallel  sides  contain- 
ing a  layer  of  liquid  1  cm.  thick  (Hoppe-Seylee's  haematinometer). 
The  use  of  Hoppe-setler's  colorimetric  double  pipette  is  more  advan- 
tageous. Other  good  apparatus  have  been  constructed  by  Giacosa  and 
Zakgermeister.'  Instead  of  an  oxyhaemoglobin  solution  we  now  gen- 
erally use  a  carbon  monoxide  hsemoglobin  solution  as  comparison  liquid 
because  it  may  be  kept  for  a  long  time. 

The  blood  solution  in  this  case  is  saturated  with  carbon  monoxide. 
This  method  seems  to  be  good. 

The  quantitative  estimation  of  the  blood-coloring  matters  by  means  of 
the  spectroscope  may  be  done  in  different  ways,  but  at  the  present  time  the 
spectropJiotometric  method  is  chiefly  used,  and  this  seems  to  be  the  most 
reliable.'  This  method  is  based  on  the  fact  that  the  extinction  coefficient 
of  a  colored  liquid  for  a  certain  region  of  the  spectrum  is  directly  propor- 
tional to  the  concentration,  so  that  C  :  ^  =  C,  :  .£', ,  when  C  and  C,  repre- 
sent the  different  concentrations  and  H  and  U,  the  corresponding  coefficients 

C       C 
of  extinction.     From  the  equation  —  =  -^  it  follows  that  for  one  and  the 

jfc        Hj 

same  pigment  this  relation,  which  is  called  the  absorption  ratio,  must  be 

constant.     If  the  absorption  ratio  is   represented  by  A,   the  determined 

extinction  coefficient  by  E,  and  the  concentration  (the  amount  of  colorino- 

matter  in  grams  in  1  c.c.)  by  C,  then  C  =  A  .  E. 

Different  apparatus  have  been  constructed  (Vieeobdt  and  Hufner") 

for  the  determination  of  the  extinction  coefficient  which  is  equal  to  the 

negative  logarithm  of  those  rays  of  light  which  remain  after  the  passage  of 

the  light  through  a  layer  1  cm.  thick  of  an  absorbing  liquid.     In  regard  to 

these  apparatus  the  reader  is  referred  to  other  text-books. 

'  Pfliiger's  Arch.,  Bd.  65,  and  Monatshefte  f.  Chem.,  Bd.  17. 

'  F.  Hoppe-Seyler,  Zeitschr.  f.  physiol.  Chem.,  Bd.  16  ;  6.  HoppeSeyler,  iMd.,  Bd. 
21  ;  Wiuternitz,  ibid.;  Giacosa,  Maly's  Jahresber.,  Bd.  26;  Zangenmeister,  Zeitschr.  f. 
Biologic,  Bd.  33. 

'•See  Vierordt,  Die  Anwendung  des  Spektralupparates  zu  Photometrie,  cic.  (Tubin- 
gen, 1873),  and  Hilfner,  Du  Bois-Reymond's  Arch.,  1894,  and  Zeitschr.  f.  physiol.  Chem., 
Bd.  3  ;  V.  Noorden,  ibid.,  Bd.  4  ;  Otto,  Pfliiger's  Arch.,  Bdd.31  and  36. 
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As  control  the  extinction  coefficients  are  determined  in  two  different  regions  of  the 
spectrum.  Htjfner  has  selected  (a)  the  region  hetween  the  two  absorption  bands  of 
oxyhsemoglobin,  especially  between  the  waye-lengths  554  fi  and  565  /(,  and  (ft)  the 
region  ■  between  the  two  bands,  especially  the  interval  between  the  wave-lengths  531.5  fi 
and  543.5  fi.  The-  constants  or  the  absorption  ratio  for  these  two  regions  of  the  spec- 
trum are  designated  by  Hufnek  by  A  and  A'.  Before  the  determination  ihe  blood  must 
be  diluted  with  water,  and  if  the  proportion  of  dilution  of  the  blood  be  represented  by 
V,  then  the  concentration  or  the  amount  of  coloring  matter  in  100  parts  of  the  undiluted 
blood  is 

a=\(M.V.  A.S  and 

(7=100.F.  A'.E'. 

The  absorption  ratio  or  the  constants  in  the  two  above-mentioned  regions  of  the 
spectrum  have  been  determined  for  oxyhaemoglobin,  haemoglobin,  carbon  monoxide,  as 
follows : 

Oxyhaemoglobin Ao  =  0.002070  and  A'o  =  0.001313 

Haemoglobin Ar  =  0.001354  and  A't  =  0.001778 

Carbon-monoxide  haemoglobin  Ac  =  0.001383  and  A'e  =  0.001363 

The  quantity  of  each  coloring  matter  may  be  determined  in  a  mixture  of  two  blood- 
coloring  matters  by  this  method,  which  is  of  special  importance  in  the  determination  of, 
the  quantity  of  oxybEemoglobin  and  haem'oglobin  present  in  blood  at  the  same  time.  If 
we  represent  by  ^and  E'  the  extinction  coefficients  of  the  mixture  in  the  above-men- 
tioned regions  of  the  spectrum,  by  Ao  and  A'o  and  Ar  and  A'r  the  constants  for  oxyhsemo- 
globin  and  reduced  haemoglobin,  and  by  Fthe  degree  of  dilution  of  the  blood,  then  the 
percentage  of  oxyhaemoglobin  Ho  and  of  (reduced)  haemoglobin  Hr  is 

rr       M\n   ir  AoA' o(EAr  —  E'A'r) 
Ho  =  100  .  V. ^  A  A' 

and 

g.  =  ioo.F.^f;(^'^'°-f^°^ 

.A  o-^r  —  AoA  r' 

Among  the  many  apparatus  constructed  for  clinical  purposes  for  the 
quantitative  estimation  of  hssmoglobin  Fleischl's  hmmometer,  which  has 
undergone  numerous  modifications,  and  Hexocqub's  hmmatoscope  are  to  be 
specially  mentioned.  In  regard  to  these  apparatj  see  v.  Jaksch,  Klinische 
Diagnostik  innerer  Krankheiten,  4.  Anflage  18  and  Jaquet,  Corresp. 
Blatt.  f.  Schweiz.  Aerzte,  1897. 

Many  other  pigments  are  found  besides  the  often-occurring  basmoglobin  in  the  blood 
of  invertebrates.  In  a  few  arachnidae,  cruslacea,  gasteropodae,  and  cephalopodBe  a  body 
analogous  to  haemoglobin  containing  copper,  hmmocyanin,  has  been  found  by  Fkbdericq. 
By  the  taking  up  of  loosely  bound  oxygen  this  body  is  converted  into  blue  oxylicBmo- 
cyanin,  and  by  the.  escape  of  the  oxygen  becomes  colorless  again.  A  coloring  matter 
called  chlorocrum-in  by  Lankestbh  is  found  in  certain  chaetopodffi.  Hcemerythrin,  so 
called  by  Kkukbnbetig  but  first  observed  by  Sohwalbb,  is  a  red  coloring  matter  from 
certain  gephyrea.  Besides  haemocyanin  we  find  in  the  blood  of  certain  cruslacea 
the  red  coloring  matter  tetroneryihrin  (Halliburton),  which  is  also  widely  spread  in 
the  animal  kingdom.  Echinochrom,  so  named  by  Mac  Mdnn,'  is  a  brown  coloring 
matter  occurring  in  the  perivisceral  fluid  of  a  variety  of  echinoderms. 

The  quantitative  constitution  of  the  red  blood-corpuscles.  The  amount 
of  water  varies  in  difEerent  varieties  of  blood  between  570-644  p.  m.,  with 
a  corresponding  amount,  430-356  p.  m.,  of  solids.     The  chief  mass,  about 

'  Fredericq,  Extrait  des  Bulletins  de  I'Acad.  Roy.  de  Belgique  (2),  Tome  46,  1878  ; 
Lankester,  Journ.  of  Auat.  and  Physiol.,  1868,  p.  114, -and  1870,  p.  119;  Krukenberg, 
see  Vergl.  Physiol.  Studien,  Reihe  1,  Abth.  3.  Heidelberg,  1880  ;  Halliburton,  Journal 
of  Physiol.,  Vol  6 ;  Mac  Munn,  Quart.  Journ.  Microsc.  Science,  1885. 
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A~A>    "^   *'^^   dried   substance  consists   of   haemoglobin   (in  human   and 
mammal  blood). 

According  to  the  analyses  of  Hoppe-Setler  '  and  his  pupils,  the  red 
corpuscles  contain  in  1000  parts  of  the  dried  substance: 

HsemoglobiD.  Proteid.  Lecithin.  Cbolesterin. 

Human  blood 868-943  122-51  7.2-3.5           2.5 

Dog's          "    865  126  5.9               3.6 

Goose's       "    637  364  4.6              4.8 

Snake's      "    467  525 

Abderhalden  found  the  following  composition  for  the  blood-corpnsclea 
from  the  domestic  animals  investigated  by  him:  Water,  591.9-644.3 
p.  m. ;  solids,  408.1-355.7  p.  m. ;  haemoglobin,  303.3-331.9  p.  m.;  proteid, 
5.32  (dog)-78.5  p.  m.  (sheep);  cholesterin,  0.388  (horse)-3.593  p.  m. 
(sheep);  and  lecithin,  2.296  (dog)-4.855  p.  m. 

Of  special  interest  is  the  varying  proportion  of  the  haemoglobin  to  the 
proteid  in  the  nncleated  and  in  the  non-nucleated  blood-corpuscles.  These 
last  are  much  richer  in  hasmoglobin  and  poorer  in  proteid  than  the  others. 

The  amount  of  mineral  bodies  in  various  varieties  of  animals  is  different. 
According  to  Bungb  and  Abdekhaldeit  the  red  corpuscles  from  the  pig, 
horse,  and  rabbit  contain  no  soda,  while  those  from  man,  the  ox,  sheep,  goat, 
dog,  and  cat  are  relatively  rich  in  soda.  In  the  five  last-mentioned  varieties 
the  amount  of  soda  was  2.135-2.856  p.  m.  The  quantity  of  potash  was 
O.257(dog)-0.744  p.  m.  (sheep).  In  the  horse,  pig,  and  rabbit  the  quantity 
of  potash  was  3.326  (horse)-5.229  p.  m.  (rabbit).  Human  blood-corpuscles 
contain,  according  to  Wanach,'  about  five  times  as  much  potash  as  soda, 
on  an  average  3.99  p.  m.  potash  and  0.75  p.  m.  soda.  Lime  is  claimed  to 
be  absent  in  the  blood-corpuscles,  and  magnesia  occurs  only  in  small 
amounts,  0.016  (sheep)-0.150  p.  m.  (pig).  The  blood-corpuscles  of  all 
animals  investigated  contain  chlorine,  0.460-1.949  p.  m.  (both  in  horse), 
generally  1  to  2  p.  m. ,  and  also  phosphoric  aQJd.  The  amount  of  inorganic 
phosphoric  acid  shows  great  variation,  0.275  (sheep)-1.916  p.  m.  (horse). 
All  above  figures  are  calculated  on  the  fresh,  moist  blood-corpuscles. 

The  White  Blood-corpuscles  and  the  Blood-plates. 

The  White  Blood-corpuscles,  also  called  Leucocytes  or  Lymphoid 
Cells,  which  occur  in  the  blood  in  varying  forms  and  sizes,  form  in  a  state 
of  rest  spherical  lumps  of  a  sticky,  highly  refractive  power,  capable  of 
motion,  non-membranous  protoplasm,  which  show  1-4  nuclei  on  the  addi- 
tion of  water  or  acetic  acid.  In  human  and  mammalian  blood  they  are 
larger  than  the  red  blood-corpuscles.      They  have   also  a   lower  specific 

'  Med.-chem.  Untersuch.,  S.  390  and  393. 

'  Bunge,  Zeitschr.  f.  Biologie,  Bd.  12,  and  Abderhalden,  Zeitschr.  f .  physiol.  Chem., 
Bdd.  23  and  25  ;  Wanacb,'  Maly's  Jiihresber.,  Bd.  18,  S.  88. 
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gravity  than  the  red  corpuscles,  move  in  the  circulating  blood  nearer  to  the 
walls  of  the  vessel,  and  have  also  a  slower  motion. 

The  number  of  white  blood-corpuscles  varies  not  only  in  the  different 
blood-vessels,  but  also  under  different  physiological  conditions.  As  an 
average  we  have  only  1  white  corpnscle  for  350-500  red  corpuscles. 
According  to  the  investigations  of  Alex.  Schmidt  '  and  his  pupils,  the 
leucocytes  are  destroyed  in  great  part  on  the  discharge  of  the  blood  before 
and  during  coagulation,  so  that  discharged  blood  is  much  poorer  in  leuco- 
cytes than  the  circulating  blood.  The  correctness  of  this  statement  has 
been  denied  by  other  investigators. 

From  a  histological  standpoint  we  generally  discriminate  between  the 
different  kinds  of  colorless  blood-corpuscles;  chemically  considered,  how- 
ever, there  is  no  known  essential  difference  between  them.  With  regard  to 
their  importance  in  the  coagulation  of  fibrin  Alex.  Schmidt  and  his  pupils 
distinguish  between  the  leucocytes  which  are  destroyed  by  the  coagulation 
and  those  which  are  not.  The  last  mentioned  give  with  alkalies  or 
common-salt  solutions  a  slimy  mass;  the  first  do  not  show  such  behavior. 

The  protoplasm  of  the  leucocytes  has  during  life  amoeboid  movements 
which  partly  make  possible  the  wandering  of  the  cells  and  partly  the  taking 
up  of  smaller  grains  or  foreign  bodies  within  the  same.  On  these  grounds 
the  occurrence  of  myosin  in  them  has  been  admitted  even  without  any 
special  proof  thereof.  Alex.  Schmidt  claims  to  have  found  serglolulin  in 
equine-blood  leucocytes  which  had  been  washed  with  ice-cold  water.  There 
are  also  certain  leucocytes,  as  above  stated,  which  yield  a  slimy  mass  when 
treated  with  alkalies  or  NaCl  solutions,  which  seem  to  be  identical  with  the 
so-called  hyaline  siiistance  of  Eovida  found  in  the  pus-cells.  On  digesting 
the  leucocytes  with  water  a  solution  of  a  protein  body  is  obtained  which  can 
be  precipitated  by  acetic  acid  and  forms  the  chief  mass  of  the  leucocytes. 
This  substance,  which  is  undoubtedly  related  to  coagulation,  has  been, 
described  under  different  names  (see  Chapter  V),  and  consists,  chiefly  at 
least,  of  nucleohiston. 

.lycogen,  as  above  stated  (Chapter  V),  is  found  in  the  leucocytes.  The 
{j.ycogeu  found  by  Huppeet,  Czekny,  Dastre,"  and  others  in  blood  and 
lymph  probably  originated  from  the  leucocytes.  The  constituents  of  the 
leucocytes  are  the  same  as  the  constituents  of  the  cell  as  described  in 
Chapter  V. 

The  blood-plates  (Bizzozeeo's),  hasmatoblasts  (Hatem),  whose  nature 
and  physiological  importance  have  been  much  questioned,  are  pale,  color- 
less,  gummy  disks,   round  or  more  oval  in  shape  and  generally  with  a 

'  iPflliger'a  Archiv,  Bd.  11. 

'  Huppert,  Centralbl.   f.  Physiol.,  Bd.   6,  S.   394;    Czerny,   Arch.:  f.  ex  p.  Path.  u. 
Pharm.,  Bd.  31 ;  Dastre,  Compt.  rend.,  Tome  120..  and  Arch  de  Ph3siol.  (5),  Tome  7. 
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diameter  two  or  three  times  smaller  than  the  red  blood-corpasoles.  The 
blood-plates  separate  ino  two  substances  by  the  action  of  different  reagents, 
namely,  one  which  is  homogeneous  and  non-refractive,  while  the  other  is 
highly  refractive  and  granular.  -Blood-plates  readily  stick  together  and 
attach  themselves  to  foreign  bodies. 

According  to  the  important  researches  of  Kossel  and  Lilienfbld  the 
blood-plates  consist  of  a  chemical  combination  between  proteid  and  nuclein, 
and  hence  they  are  also  called  nuclein-plates  by  Lilienfeld.  It  seems 
certain  that  the  blood-plates  stand  in  a  certain  relationship  to  the  coagula- 
tion of  blood,  and  according  to  Lilienfeld  the  fibrin  coagulation  is  indeed 
a  function  of  the  cell  nucleus.  The  importance  of  these  formations  to 
blood  coagulation  will  be  referred  to  later. 


III.  The  Blood  as  a  Mixture  of  Plasma  and  Blood- 
corpuscles. 

The  blood  in  itself  is  a  thick,  sticky,  lighter  or  darker  red  opaque  liquid 
having  a  salty  taste  and  a  faint  odor  differing  in  different  kinds  of  animals. 
On  the  addition  of  sulphuric  acid  to  the  blood  the  odor  is  more  pronounced. 
In  adult  hnman  beings  the  specific  gravity  ranges  between  1.045  and  1.075. 
It  has  an  average  of  1.058  for  grown  men  and  a  little  less  for  women. 
According  to  Sohebbekziss  '  the  foetal  blood  has  a  lower  specific  gravity 
than  the  blood  of  grown  persons.  Lloyd  Jokes  found  that  the  specific 
gravity  is  highest  at  birth  and  lowest  in  children  when  about  two  years  old 
and  in  pregnant  women.  The  determinations  of  Lloyd  Jones,  Hammeb- 
SCHLAG,"  and  others  show  that  the  variation  of  the  specific  gravity, 
dependent  upon  age  and  sex,  corresponds  to  the  variation  in  the  quantity  of 
hasmoglobin. 

The  determination  of  the  specific  gravity  is  most  accurately  done  by 
means  of  the  pyknometer.  !For  clinical  purposes  where  only  small  amounts 
are  available  it  is  best  to  proceed  with  the  method  as  suggested  by 
Hammeeschlag.'  Prepare  a  mixture  of  chloroform  and  benzol  of  about 
1.050  sp.  gr.  and  add  a  drop  of  the  blood  to  this  mixture.  If  the  drop 
rises  to  the  surface  then  add  benzol,  and  if  it  sinks  add  chloroform.  Con- 
tinue this  until  the  drop  of  blood  suspends  itself  midway  and  then  determine 
the  specific  gravity  of  the  mixture  by  means  of  an  areometer.     This  method 

'  In  regard  to  the  literature  of  the  blood-plates,  see  Lilienfeld,  Du  Boia-Reymond's 
Archiv,  1892,  and  ''Leukocyten  und  Blutgerinnung,"  Verhandl.  d.  physiol.  Gesellsch. 
zu  Berlin,  1893  ;  and  also  Mosen,  Du  Bois-Reymond's  Arch.,  1893. 

'  Lloyd  Jones,  Journ.  of  Physiol.,  Vol.  8  ;  Hammerschlag,  Wieu.  kiln.  Wochen- 
schrlft,  1890,  and  Zeitschr.  f.  kiln,  med.,  Bd.  20. 

'  1.  c. 
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is  not  strictly  accurate  and  must  be  performed  quickly.     In  regard  to  the 
necessary  details  we  refer  to  Zuntz.' 

The  reaction  of  the  blood  is  alkaline.  The  quantity  of  alkali,  calculated 
as  Na,CO„  in  fresh,  non-defibrinated  blood  from  the  dog,  horse,  and  man 
is,  according  to  Loewt,  4.93,  4.43,  and  6.95  p.  m.  respectively.  According 
to  Steauss,  the  average  for  normal  human  blood  may  be  calculated  as 
about  4.43  p.  m.  Na^CO,.  Below  3.3  p.  m.  and  above  5.3  p.  m.  are, 
according  to  him,  to  be  considered  as  pathological,  v.  Jaksch  found  the 
quantity  of  alkali  in  man  to  vary  between  3.38  and  3.90  p.  m.  The 
alkaline  reaction  diminishes  outside  of  the  body,  and  indeed  the  more 
quickly  the  greater  the  original  alkalinity  of  the  blood.  This  depends  on 
the  formation  of  acid  in  the  blood,  in  which  the  red  blood-corpuscles  seem 
to  take  part  in  some  way  or  another.  After  excessive  muscular  activity  the 
alkalinity  is  diminished  on  account  of  the  formation  of  acid  in  the  muscles 
(Peipee,  Cohkstein),  and  it  is  also  decreased  after  the  continuous  use  of 
acids  (Lassar,  I^eeudbbeg').  We  have  numerous  investigations  in  regard 
to  the  alkalinity  of  the  blood  in  disease,  but  as  we  have  at  present  no  trust- 
worthy method  for  estimating  the  alkalinity  of  the  blood,  these  investiga- 
tions, as  also  the  statements  in  regard  to  the  physiological  alkalinity,  require 
further  substantiation.'  Spied  and  Pemsel*  have  suggested  a  method  of 
determining  the  native  alkalinity  of  the  blood  which  consists  in  treating  the 
blood  with  ether- water  (water  saturated  with  ether),  next  precipitating  all 
the  protein  substances  by  neutral  ammonium  sulphate,  and  then  titrating 

n 
the  filtrate  with  —  acid,  using  the  indicator  (lacmoid  and  malachite  green) 

in  the  manner  suggested  by  Foestee. 

The  alkali  of  the  blood  exists  in  part  as  alkaline  salts,  carbonate  and 
phosphate,  and  part  in  combination  with  proteid  or  haemoglobin.  The  first 
are  often  spoken  of  as  readily  difEnsible  alkalies^  while  the  others  are  not,  or 
are  only  diffusible  with  difficulty  (see  page  135).  The  readily  as  well  as 
the  difficultly  difEusible  alkali  is  divided  between  the  blood-corpuscles  and 
plasma,  and  the  blood-corpuscles  seem  to  be  richer  in  difficultly  difEusible 
alkali  than  the  plasma  or  serum.     This  division  may  be  changed  by  the 

>  Pflilger's  Arch.,  Bd.  66. 

'  Loewy,  Pflilger's  Arch.,  Bd.  58,  which  also  contains  the  references  to  the  literature;  , 
H.  Strauss,  Zeitschr.  f.  klin.  Med.,  Bd.  30  ;  v.  Jaksch,  ibid.,  Bd.  13;  Peiper,  Viichow's 
Arch.,  Bd.  116;  Oohnstein,  ibid.,  Bd.  130,  which  also  cites  the  works  of  Minkowski, 
Zuntz,  and  Geppert ;  Freudberg,  ibid.,  Bd.  125. 

'  In  regard  to  the  methods  for  the  estimation  of  the  alkalinity  see,  besides  the  above- 
mentioned  authors,  v.  Jaksch,  Klin.  Diagnostik;  v.  Limbeck,  Wien.  med.  Blatter,  Bd. 
18 ;  Wright,  The  Lancet,  1897 ;  Biernacki,  BeitrSge  zur  Pneumatologie,  etc.,  Zeitschr. 
f.  klin.  Med.,  Bdd.  31  and  33  ;  Hamburger,  Eiue  Methodc  zur  Trennung,  etc.,  Du  Bois- 
Eey mend's  Arch.,  1898. 

«  Zeitschr.  f.  physiol.  Chem.,  Bd.  26. 
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infiaeace  of  even  very  small  amounts  of  acid,  also  carbon  dioxide,  and  also, 
as  shown  by  Zuntz,  Loewt  and  Zuntz,  Hamburger,  Limbeck  and 
GuRBEK,'  by  the  influence  of  the  respiratory  exchange  of  gas.  The  blood- 
corpuscles  give  up  a  part  of  the  alkali  united  with  proteid  to  the  serum  by 
the  action  of  carbon  dioxide,  hence  the  serum  becomes  more  alkaline.  The 
equilibrium  of  the  osmotic  tension  in  the  blood-corpuscles  and  in  the  serum 
is  hereby  destroyed;  the  blood-corpuscles  swell  up  because  they  take  up 
water  from  the  serum  and  this  then  becomes  more  concentrated  and  richer 
in  alkali,  proteid,  and  sugar.  Under  the  influence  of  oxygen  the  corpuscles 
take  their  original  form  again  and  the  above  changes  are  restored.  The 
blood-corpuscles  for  this  reason  are  less  biconcave  with  a  small  diameter  in 
venous  than  in  arterial  blood  (Hamburger). 

The  volume  of  the  blood-corpuscles  changes  also  with  the  composition 
e»f  the  medium  surrounding  them.  The  volume  remains  unchanged  only 
in  those  indifEerent  solutions  which  haye  the  same  osmotic  tension,  such  as 
the  plasma  or  serum.  Such  solutions  are  called  isotonic.  In  less  concen- 
trated solutions,  so-called  hypisotonic  solutions,  the  blood-corpuscles  swell 
up,  taking  up  water  at  the  same  time,  until  the  osmotic  equilibrium  has 
been  established  again  and  the(»-volume  becomes  greater.  In  solution  of 
greater  concentration,  hyperisotonic  solutions,  they  give  up  water  and  their 
volume  becomes  smaller.  A  NaCl  solution  of  about  9  p.  m.  seems  to  be 
isotonic  with  mo'St  of  the  varieties  of  blood  investigated,  namely,  human, 
ox,  and  horse  blood,  but  even  in  such  solutions  an  exchange  may  take  place 
between  the  constituents  of  the  blood -corpuscles  and  the  solution  (Hbdin  '). 
Hamburger  '  has  shown  by  continued  investigations  on  the  action  of  salt 
solutions  on  the  volume  of  animal  cells  that  not  only  are  the  red  corpuscles 
shrunk  up  by  a  hyperisotonic  solution,  and  swell  up  by  a  hypisotonic  solution, 
but  also  the  white  corpuscles  and  frog  spermatozoa.  The  extent  of  this  swell- 
ing and  shrinkage  is  much  smaller  than  if  the  cell  was  a  homogeneous  mass, 
which  leads  to  the  assumption  that  the  cell  must  consist  of  two  substances 
which  are  different  in  their  property  of  attracting  water.  He  has  also  tried 
to  determine  the  percentage  relationship  between  the  two  cell  constituents 
(stroma  and  intercellular  fluid)  by  the  quantitative  estimation  of  the 
swelling  and  shrinking  of  the  cells  under  the  influence  of  NaCl  solutions  of 

'  Zuntz  iu  Hermann's  Handbuch  der  Physiol.,  Bd.  4,  Abth.  2;  Loewy  and  Zuiitz, 
Pfldgei-s  Aroh.,  Bd.  58;  Hamburger,  Du  Bois-Reymond's  Arch.,  1894  and  1898,  iind 
Zeitschr.  f.  Biologie,  Bdd.  28  and  35 ;  v.  Limbeck,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd. 
35;  GilrDer,  Sitzungsber.  d.  phys.  med.  Gesellsch.  zu  WUrzburg,  1895. 

'  Iu  regard  to  the  study  of  isctonism  see  Hamburger,  cited  above  and  Virchow's 
Arch.,  Bdd.  140  aud  141  ;  Hedlu,  Skand.  Arch.  f.  Physiol.,  Bd.  5,  and  Pflilger's  Arch., 
Bd.  60  ;  Eykman,  ibid.,  Bdd.  60  u.  68 ;  Koeppe,  ibid.,  Bd.  65,  and  Du  Bois-Reymond's 
Arch.,  1895. 

»  Arch.  f.  Anat.  u.  Physiol.,  Physiol.  Abth.,  1898,  S.  317. 
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different  concentration  or  of  serum  with  different  dilutions.  He  found  the 
volume  of  stroma  for  the  red  as  well  as  the  white  corpuscles  of  the  horse 
was  53-56.1^.  The  volume  of  stroma  for  the  red  corpuscles  in  rabbits  was 
48.7-51^,  in  hens  52.4-57.7?^,  and  in  frogs  72-76.4^. 

The  question  as  to  the  permeability  of  the  blood-corpuscles  stands  in 
close  connection  to  the  above,  in  other  words,  its  admissibility  for  different 
bodies.  We  have  the  investigations  of  Hambtjegbe,  Gkuns,  Etkman, 
and  especially  Hedist  '  on  this  subject.  Hediit's  investigations  have  shown 
that  under  certain  conditions  certain  bodies,  such  as  sugars  and  mannite, 
when  added  to  defibrinated  blood  do  not  penetrate  into  the  blood- 
corpuscles.  Others,  such  as  the  neutral  salts  of  the  free  alkalies,  remain 
chiefly  in  the  plasma  and  only  enter  slightly  into  the  blood-corpuscles. 
Again  others,  such  as  ammonium  chloride  and  bromide,  antipyrin,  mon- 
atomic  alcohols,  divide  themselves  nearly  equally  between  the  corpuscles  and 
the  plasma,  while  others  again,  such  as  ethyl  ether,  are  taken  up  to  a  much 
greater  extent  by  the  corpuscles  than  by  an  equal  volume  of  plasma. 

The  color  of  the  blood  is  red- — light  scarlet-red  in  the  arteries  and 
dark  bluish  red  in  the  veins.  Blood  free  from  oxygen  is  dichroitic,  dark 
red  by  reflected  light,  and  green  by  transmitted  light.  The  blood-coloring 
matters  occur  in  the  blood-corpuscles.  For  this  reason  blood  is  opaque  in 
thin  layers  and  acts  as  a  "  deck-farbe. "  If  the  haemoglobin  is  removed 
from  the  stroma  and  dissolved  by  the  blood-liquid  by  any  of  the  above- 
mentioned  means  (see  page  137),  the  blood  becomes  transparent  and  acts 
then  like  a  "  lake  color."  Less  light  is  now  reflected  from  its  interior,  and 
this  laky  blood  is  therefore  darker  in  thicker  layers.  On  the  addition  of 
salt  solutions  to  the  blood-corpuscles  they  shrink  and  more  light  is  reflected 
and  the  color  appears  lighter.  A  great  abundance  of  red  corpuscles  makes 
the  blood  darker,  while  by  diluting  with  serum  or  by  a  greater  abundance 
of  white  corpuscles  the  blood  becomes  lighter  in  appearance.  The  different 
colors  of  arterial  and  of  venous  blood  depend  on  the  varying  quantity  of 
gas  contained  in  these  two  varieties  of  blood  or,  better,  on  the  different 
amounts  of  oxyhaemoglobin  and  haemoglobin  they  contain. 

The  most  striking  property  of  blood  consists  in  its  coagulating  within  a 
shorter  or  longer  time,  but  as  a  rule  very  shortly  after  leaving  the  vein. 
Different  kinds  of  blood  coagulate  with  varying  rapidity ;  in  human  blood 
the  first  marked  sign  of  coagulation  is  seen  in  3-3  minutes,  and  within 
7-8  minutes  the  blood  is  thoroughly  converted  into  a  gelatinous  mass. 
If  the  blood  is  allowed  to  coagulate  slowly,  the  red  corpuscles  have  time  to 
settle  more  or  less  before  the  coagulation,  and  the  blood-clot  then  shows  an 
upper,  yellowish-gray  or  reddish-gray  layer  consisting   of  fibrin  enclosing 

'  Hedin,  Pflilger's  Arch.,  Bd.  68,  which  contains  the  works  of  the  older  investigators 
and  Bd.  70. 
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chiefly  colorless  corpascles.  This  layer  has  been  called  crusta  inflammatoria 
or  pMogistica,  because  it  has  been  especially  observed  in  inflammatory 
processes,  and  is  considered  one  of  the  characteristics  of  them.  This 
crasta  or  "  huffy  coat"  is  not  characteristic  of  any  special  disease,  and  it 
occurs  chiefly  when  the  blood  coagulates  slowly  or  when  the  blood-corpuscles 
settle  more  quickly  than  usual.  A  huffy  coat  is  often  observed  in  the  slow- 
coagulating  equine  blood.  The  blood  from  the  capillaries  is  not  supposed 
to  have  the  power  of  coagulating. 

Coagulation  is  retarded  by  cooling,  by  diminishing  the  oxygen  and 
increasing  the  amount  of  carbon  dioxide,  which  is  the  reason  that  venous 
blood  and  to  a  much  higher  degree  blood  after  asphyxiation  coagulates  more 
slowly  than  arterial  blood.  The  coagulation  may  be  retarded  or  prevented 
by  the  addition  of  acids,  alkalies,  orammonia,  even  in  small  quantities;  by 
concentrated  solutions  of  neutral  alkali  salts  and  alkaline  earths,  alkali 
oxalates  and  fluorides;  also  by  egg-albumin,  solutions  of  sugar  or  gum, 
glycerin,  or  much  water;  also  by  receiving  the  blood  in  oil.  Coagulation 
may  be  prevented  by  the  injection  of  an  albumose  solution  or  by  an  infusion 
of  the  leech  into  the  circulating  blood,  but  this  infusion  also  acts  in  the 
same  way  on  blood  just  drawn.  Coagulation  is  also  hindered  by  snake-poison 
and  toxalbnmins  (see  pages  124  and  166).  The  coagulation  may  be  facili- 
tated by  raising  the  temperature ;  by  contact  with  foreign  bodies,  to  which 
the  blood  adheres;  by  stirring  or  beating  it;  by  admission  of  air;  by  dilut- 
ing with  very  small  amounts  of  water;  by  the  addition  of  platinum-black  or 
finely  powdered  carbon;  by  the  addition  of  laky  blood,  which  does  not  act 
by  the  presence  of  dissolved  blood-coloring  matters,  but  by  the  stromata  of 
the  blood-corpuscles,  and  also  by  the  addition  of  the  leucocytes  from  the 
lymphatic  glands,  or  a  watery  saline  extract  of  the  lymphatic  glands, 
testicles,  or  thymus.  The  active  constituent  of  such  a  watery  extract  is  the 
nucleoproteid  called  tissue  fibrinogen  or  nucleohiston. 

An  important  question  to  answer  is  why  the  blood  remains  fluid  in  the 
circulation,  while  it  quickly  coagulates  when  it  leaves  the  circulation. 

■  The  reason  why  blood  coagulates  on  leaving  the  body  is  therefore  to  be 
sought  for  in  the  influence  which  the  walls  of  the  living  and  entire  blood- 
vessels exert  upon  it.  These  views  are  derived  from  the  observations  of 
many  investigators.  From  the  observations  of  Hbwsox,  Lister,  and 
Fkedeeicq  it  is  known  that  when  a  vein  full  of  blood  is  ligatured  at  the 
two  ends  and  removed  from  the  body,  the  blood  may  remain  fluid  for  a  long 
time.     Beucke  '  allowed  the  heart  removed  from  a  tortoise  to  beat  at  0°  C, 

'  Hewson's  works,  edited  by  Gulliver,  London,  1876.  Cited  from  Gamgee,  Text- 
book of  Physiol.  Chem.,  Vol.  1,  1880.  Lister,  cited  from  Gamgee,  ibid.;  Predericq, 
"Reoherches  sur  la  constitution  du  plasma  sanguin,"Gand,  1878  ;  Brilcke,  Vircbow's 
Arch.,  Bd.  12. 
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and  foand  that  the  blood  remained  uncoagulated  for  some  days.  The  blood 
from  another  heart  quickly  coagulated  when  collected  over  mercury.  In  a 
dead  heart,  as  also  in  a  dead  blood-vessel,  the  blood  soon  coagulates,  and 
also  when  the  walls  of  the  vessel  are  changed  by  pathological  processes. 

What  then  is  the  influence  which  the  walls  of,  the  vessels  exert  on  the 
liquidity  of  the  circulating  blood  ?  Fkeustd  has  found  that  the  blood 
remains  fluid  when  collected  by  means  of  a  greased  canula  under  oil  or  in  a 
vessel  smeared  with  vaseline.  If  the  blood  collected  in  a  greased  vessel  be 
beaten  with  a  glass  rod  previously  oiled,  it  does  not  coagulate,  but  it 
quickly  coagulates  on  beating  it  with  an  unoiled  glass  rod  or  when  it  is 
poured  into  a  vessel  not  greased.  The  non-coagulability  of  blood  collected 
under  oil  has  been  confirmed  later  by  Hatceaft  and  Carlibr.  Feeuni> 
found  on  further  investigating  that  the  evaporation  of  the  upper  layers  of 
blood  or  their  contamination  with  small  quantities  of  dust  causes  a  coagula- 
tion even  in  a  vessel  treated  with  vaseline.  According  to  Febuis"d,-  it  is  this 
adhesion  between  the  blood  or  between  its  form-elements  and  a  foreign 
substance — and  the  diseased  walls  of  the  vessel  also  act  as  such — that  gives 
the  impulse  towards  coagulation,  while  the  lack  of  adhesion  prevents  the 
blood  from  coagulating.  This  adhesion  of  the  form-elements  of  the  blood 
to  certain  foreign  substances  seems  to  induce  changes  which  apparently 
stand  in  a  certain  relationship  to  the  coagulation  of  the  blood. 

The  views  in  regard  to  these  changes  are  very  contradictory.  According 
t©  Alex.  Schmidt  '  and  the  Doepat  school,  an  abundant  destruction  of 
the  leucocytes  takes  place  in  coagulation,  and  important  constituents  for  the 
coagulation  of  the  fibrin  pass  into  the  plasma.  According  to  other  experi- 
menters the  essential  is  not  a  destruction  of  the  leucocytes,  but  an  elimina- 
tion of  constituents  from  the  cells  into  the  plasma.  This  process  is  called 
plasmoschisis  by  LowiT."  The  question  whether  the  cell-body  (Giesbach) 
or  the  nucleus  (Lilibnfeld  ')  takes  part  in  this  process  remains  for  the 
present  undecided.  According  to  Bizzozoro  and  others,  the  leucocytes  are 
not  the  starting-point  in  the  fibrin  formation,  but  rather  the  blood-plates. 

'  Treund,  Wien.  med.  Jahrb.,  18S6  ;  Haycraft  and  Carlier,  Journ.  of  Anat.  and 
Physiol.,  Vol.  33. 

'  Pfliiger's  Arch.,  Bd.  11.  The  works  of  Alex.  Schmidt  are  found  in  Arch.  f.  Anat. 
und  Physiol.,  1861,  1863  ;  Pfliiger's  Arch.,  Bdd.  6,  9,  11,  13.  See  especially  Alex. 
Schmidt,  Zur  Blutlehre  (Leipzig,  1892),  which  also  gives  the  work  of  his  pupils,  and 
Weitere  Beitrage  zur  Blutlehre,  1895. 

'Wien.  Sitzungsber.,  Bdd.  89  and  90,  and  Prager  med.  Wochenschr.,  1889.  Ee- 
f  erred  to  in  Centralbl.  f.  d.  med.  Wissensch.,  Bd.  28,  S.  365. 

*  Giesbach,  Pfluger's  Arch.,  Bd.  50,  and  Centralbl.  f.  d.  med.  "Wissensch.,  1893; 
Lilienfeld,  TJeber  Leukocyten  und  Blutgerinnung,  Verhandl.  d.  physiol.  Gesellsch. 
zu  Berlin,  No.  11,  1892  ;  Ueber  den  fliissigen  Ziistand  des  Blutes,  etc.,  ibid..  No.  16, 
1893  ;  and  Weitere  Beitrage  zur  Kenntnisse  der  Blutgerinnung,  ibid. ,  July,  1883.  Zeit- 
schr.  f.  physiol.  Chem.,  Bd.  20. 
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Although  the  views  on  this  point  are  strongly  divergent,  still  all  investiga- 
tors seem  to  be  united  that  some  constituents  of  the  form-elements  take 
part  in  the  coagnlation  of  the  blood. 

WooLDUiDGE '  takes  a  very  peculiar  position  in  regard  to  this  question,  namely,  he 
considers  the  form-elements  as  only  of  secondary  importance  in  coagulation.  As  found 
by  him,  a  peptone-plasma,  which  has  been  freed  from  all  form-constituents  by  means  of 
centrifugal  force,  yields  abundant  fibrin  when  it  is  not  separated  from  a  substance 
which  precipitates  on  cooling.  This  substance,  which  Wooldbidge  has  called  A-fibrin- 
ogen,  seems  to  all  appearances  to  be  a  nucleoproteid,  which,  according  to  the  unani- 
mous view  of  several  investigators,  originates  from  the  fonn-elementsof  the  blood,  either 
the  blood-plates  or  the  leucocytes,  and  the  generally  accepted  view  as  to  the  great  import- 
ance of  the  form-elements  in  the  coagulation  of  the  blood  is  not  really  contrary  to 
Wooldridge'b  experiments. 

The  views  are  greatly  divided  in  regard  to  those  bodies  which  are 
eliminated  from  the  form-elements  of  the  blood  before  and  during  coagula- 
tion. 

According  to  Alex.  Schmidt  the  leucocytes,  like  all  cells,  contain  two 
chief  groups  of  constituents,  one  of  which  accelerates  coagulation,  while  the 
other  retards  or  hinders  it.  The  first  may  be  extracted  from  the  cells  by 
alcohol,  while  the  other  cannot  be  extracted.  Blood-plasma  contains  only 
traces  of  thrombin,  according  to  Schmidt,  but  does  contain  its  antecedent, 
prothrombin.  The  bodies  which  accelerate  coagulation  are  neither  thrombin 
nor  prothrombin,  but  they  act  in  this  wise  in  that  they  split  ofE  thrombin 
from  the  prothrombin.  On  this  account  they  are  called  zymoplastic 
substances  by  Alex.  Schmidt.  The  nature  of  these  bodies  is  unknown, 
and  according  to  Lilienfeld  KH^PO,  is  found  amongst  them,  and 
Schmidt  has  given  no  notice  of  their  behavior  to  the  lime  salts,  which  have 
been  found  to  have  zymoplastic  activity  by  other  investigators. 

The  constituents  of  the  cells  which  hinder  coagulation  and  which  are 
insoluble  in  alcohol-ether  are  compound  proteids  and  have  been  called 
cytoglohin  and  preglobuUn  by  Schmidt.  The  retarding  action  of  these 
bodies  may  be  suppressed  by  the  addition  of  zymoplastic  substances,  and 
the  yield  of  fibrin  on  coagulation  in  this  case  is  much  greater  than  in  the 
absence  of  the  compound  proteid-retarding  coagulation.  This  last  supplies 
the  material  from  which  the  fibrin  is  produced.  The  process  is,  according 
to  Schmidt,  as  follows:  The  preglobulin  first  splits,  yielding  serglobulin, 
then  from  this  the  fibrinogen  is  derived  and  from  this  latter  the  fibrin 
is  prod  uced.  The  object  of  the  thrombin  is  twofold.  The  thrombin  first 
splits  the  fibrinogen  from  the  paraglobulin  and  then  converts  the  fibrinogen 
into  fibrin.  The  assumption  that  fibrinogen  can  be  split  from  paraglobulin 
has  not  suf&cient  foundation  and  is  even  improbable. 

According  to  Schmidt  the  retarding  action  of  the  cells  is  prominent 
during  life,  while  the  accelerating  action  is  especially  pronounced  outside 
of  the  body  or  by  coming  in  contact  with  foreign  bodies.    The  parenchymous 

'  Die  Gerinnung  dea  Blutes  (published  by  M.  v.  Frey,  Leipzig,  1891). 
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masses  of  the  organs  and  tissnes,  through  which  the  blood  flows  in  the 
capillaries,  are  those  cell-masses  which  serve  to  keep  the  blood  fluid  daring 
life. 

LiLiENFELD  has  given  farther  proofs  as  to  the  occurrence  in  the  form- 
elements  of  the  blood  of  bodies  which  accelerate  or  retard  the  coagulation. 
According  to  this  author  the  nature  of  these  bodies  is  very  markedly 
difEerent  from  Schmidt's  idea.  While,  according  to  Schmidt,  the  coagu- 
lation-accelerators are  bodies  soluble  in  alcohol,  and  the  compound  proteids 
exhausted  with  alcohol  only  act  retardingly  on  coagulation,  Lilibn'I'Eld 
states  that  the  substance  which  acts  acceleratingly  and  retardingly  on 
coagulation  consists  of  a  nucleoproteid,  namely,  nucleohiston.  Nncleohiston 
readily  splits  into  leuconuclein  and  histon,  the  flrst  of  which  acts  as  a 
coagulation-excitant,  while  the  other,  introduced  into  the  blood-vascular 
system,  either  intravascular  or  extravasoular,  robs  the  blood  of  its  property 
of  coagulating.  Introduced  into  the  circulatory  system  the  nucleohiston 
splits  into  its  two  components.  It  therefore  causes  extensive  coagulation 
on  one  side  and  makes  the  remainder  of  the  blood  uacoagulable  on  the 
other.  Liliekfeld's  theory  differs  from  that  of  Alex.  Schmidt  and  most 
other  investigators  in  that  the  fibrin  ferment  is  not  considered  as  a 
precursor,  but  as  a  product,  of  the  coagulation.  The  true  cause  of  coagula- 
tion is  the  leuoonucleins,  according  to  Lilibitfeld.  The  investigations  of 
LiLiENFELD  are  not  sufiBciently  conclusive  for  such  a  view. 
■  Beuckb  showed  long  ago  that  fibrin  left  an  ash  containing  calcium 
phosphate.  The  fact  that  calcium  salts  may  facilitate  or  even  cause  a 
coagulation  in  liquids  poor  in  ferment  has  been  known  for  several  years 
through  the  researches  of  Hammaksten,  GBBEif,  Kingek,  and  Sainsbuet. 
The  necessity  of  the  lime  salts  for  the  coagulation  of  blood  and  plasma  was 
first  shown  positively  by  the  important  investigations  of  Akthus  and 
Pages.'  We  are  not  clear  in  regard  to  the  manner  in  which  the  lime  salts 
act. 

According  to  the  generally  accepted  view  of  Akthits  and  Pages  the 
soluble  lime  salts  precipitable  by  oxalate  are  necessary  requisites  for  the 
fermentive  transformation  of  fibrinogen  because  thrombin  remains  inactive 
in  the  absence  of  soluble  lime  salts.  This  view  is  untenable,  as  shown  by 
the  researches  of  Alex.  Schmidt,  Pekelhakikg,  and  Hammaestbm'.' 
Thrombin  acts  as  well  in  the  absence  as  in  the  presence  of  precipitable  lime 
salts. 


'  Hammarsten,  Nova  Acta  reg.  Soc.  Scient.  Upsal  (3),  Bd.  10,  1879  ;  Green,  Journ. 
of  Physio].,  Vol.  8;  Ringer  and  Saiusbury,  Md.,  Vols.  11  and  12  ;  Arthus  et  PagSs  and 
Arthus,  see  foot-note,  p.  124;  Hammarsten,  Zeitschr.  f.  physiol.  Chem.,  Bd.  32. 

'  Hammarsten,  Zeitschr.  f.  physiol.  Chem.,  Bd.  S2,  where  the  other  investigators  are 
cited. 
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Lilienfeld's  theory  that  the  leaconuclein  splits  off  a  protein  substance, 
thromlositi,  from  the  fibrinogen,  and  this  thrombosin  forms  an  insoluble 
combination,  thrombosin  lime  (fibrin),  which  separates  with  the  lime 
present,  is  incorrect  according  to  Hammaestek,  Schafee,  and  Geamek,' 
Lilienfbld's  thrombosin  is  nothing  but  fibrinogen  which  is  precipitated 
by  a  lime  salt  from  a  salt-poor  or  salt-free  solution. 

According  to  Pekelhaeing  "  thrombin  is  the  lime  combination  of 
prothrombin,  and  the  process  of  coagulation  consists,  according  to  him,  in 
the  thrombin  transferring  the  lime  to  the  fibrinogen,  which  is  hereby  con- 
verted into  an  insoluble  lime  combination,  fibrin.  The  thrombin  is  hereby 
reconverted  into  prothrombin,  which  again  takes  up  lime  to  be  transformed 
into  thrombin,  which  gives  up  its  lime  to  a  new  portion  of  fibrinogen,  con- 
verting it  into  fibrin;  and  so  on.  Among  the  objections  to  this  theory  we 
can  mention,  among  others,  the  fact  that  fibrin  has  been  obtained  not 
absolutely  free  from  lime,  but  still  so  poor  in  lime  (unpublished  investiga- 
tions of  the  authoe)  that  if  the  lime,  belongs  to  the  fibrin  molecule  it  must 
be  more  than  ten  times  greater  than  the  haemoglobin  molecule,  which  is  not 
probable.  These  as  well  as  many  other  observations  decide  that  the  lime 
is  carried  down  by  the  fibrinogen  only  as  a  contamination. 

If,  as  it  seems,  the  lime  is  not  of  importance  in  the  transformation  of 
fibrinogen  into  fibrin  in  the  presence  of  thrombin,  still  this  does  not  con- 
tradict the  above-mentioned  observations  of  Aethus  and  Pages  that  the 
lime  salts  are  necessary  for  the  coagulation  of  blood  and  plasmas.  It  is  very 
probable  that  the  lime  salts,  as  admitted  by  Pekelhaeing,  are  a  necessary 
requisite  for  the  transformation  of  prothrombin  into  thrombin. 

It  is  a  question  whether  the  prothrombin  exists  in  the  plasma  of  the 
circulating  blood  or  whether  it  is  a  body  eliminated  from  the  form-elements 
before  coagulation.  Alex.  Schmidt  claims  that  the  circulating  plasma 
contains  prothrombin,  but  Pekelhaeistg  disclaims  this.  Blood-plasma 
obtained  by  means  of  leech  infusion  does  not  coagulate  on  the  addition  of 
lime  salts,  but  does  on  the  addition  of  a  prothrombin  solution.  The  form- 
elements,  especially  the  blood-plates,  are  particularly  well  preserved  by  such 
plasma;  and  according  to  Pekelhaeing  it  is  probable  that  the  circulating 
plasma  does  not  contain  any  mentionable  amounts  of  prothrombin,  and  that 
fhis  body  emerges  from  the  form-elements,  perhaps  the  blood-plates,  before 
coagulation.  The  difference  between  the  views  of  Schmidt  and  Pekel- 
haeing OH  this  point  is  as  follows :  According  to  Schmidt  it  is  the  zymo- 
plastic  substances  which  pass  from  the  form-elements  into  the  plasma  and 
transform  the  prothrombin  existing  preformed   therein.      Pekelhaeing 

'  Hammarsten,  1.  o. ;  Schafer,  Journ.  of  Physiol.,  Vol.  17  ;  Cramer,  Zeitsclir.  f. 
pbysiol.  Chem.,  Bd.  23. 

'  See  foot-note  4,  page  127,  and  especially  "Virchow's  Festschrift,  Bd.  1,  1891. 
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claims  that  it  is  the  probhrooibin  which  passes  from  the  form-elements  into 
the  plasma  and  is  converted  into  thrombin  by  the  lime  salts  of  the  plasma. 

In  opposition  to  the  view  of  Alex.  Schmidt,  who  considers  the  fibrin  coagulation  as 
an  enzymotic  process,  Wooldridge'  is  of  the  opinion  thai  tl)o  fibrin  fermeut  is  not  the 
cause  of  the  coagulation,  but  is  a  product  of  the  chemical  processes  taking  place  dur- 
ing coagulation.  WooLDKiDGB  claims,  on  the  contrary,  that  lecithin  and  protein  sub- 
stances containing  lecithin  are  of  the  greatest  Importance  in  the  coagulation,  and  the 
essential  for  the  formation  of  fibrin  is  an  exchange  action  between  two  fibrinogen  sub- 
stances, a-fibrinogen  and  /3-fibrlnogen.  An  exchange  of  lecithin  from  a-fibrinogen  to 
/J-flbrinogen  takes  place,  and  the  form-elemenls  are  only  of  minor  importance  for  the 
entire  process.  HALLiBuiiToisr '  has  presented  weighty  arguments  against  this  theory, 
which  are  not  sufficiently  founded  by  Wooldkidgb's  obervatlons. 

Intravascular  coagulation.  It  has  been  shown  by  Alex.  Schmidt  and 
his  students,  as  also  by  Wooldeidge,  Weight,"  and  others,  that  an  intra- 
vascnlar  coagulation  may  be  brought  about  by  the  intravenous  injection 
into  the  circulating  blood  of  a  large  quantity  of  a  Ihr  )mbin  solution,  as  also 
by  the  injection  of  leucocytes  or  tissue  fibrinogen  (impure  nucleohiston). 
Intravascular  coagulation  may  be  brought  about  also  under  other  conditions, 
sach  as  after  the  injection  of  snake-poison  (Maktin''')  or  certain  of  the 
proteid-like  colloid  substances,  synthetically  prepared  according  to 
Grimaux's  method  (Hallibueton  and  Pickeeing').  In  rabbits  this 
coagulation  may  extend  through  the  entire  vascular  system,  while  in  dogs 
it  is  ordinarily  confined  to  the  portal  system.  The  blood  in  the  other  parts 
of  the  vascular  system  has  generally  a  decreased  coagulability.  If  too 
little  of  the  above-mentioned  bodies  be  injected,  then  we  observe  only  a 
marked  retarding  tendency  in  the  coagulation  of  the  blood.  According  to 
Wooldeidge  we  can  generally  maintain  that  after  a  short  stage  of  accel- 
erated coagulability,  which  may  lead  to  a  total  or  partial  intravascular 
coagulation,  a  second  stage  of  a  diminished  or  even  arrested  coagulability  of 
the  blood  follows.  The  first  stage  is  designated  (Wooldeidge)  as  the 
positive  and  the  other  as  the  negative  phase  of  coagulation.  These  state- 
ments have  been  confirmed  by  several  investigators. 

There  is  no  doubt  that  the  positive  phase  is  brought  about  by  an  abun- 
dant introduction  of  thrombin,  or  by  a  rapid  and  abundant  formation  of  the 
same.  According  to  Alex.  Schmidt,  the  zymoplastic  substances  soluble  in 
alcohol  are  active  in  these  processes,  while  according  to  the  investigations 
of  Lilienfeld  this  action  is  caused  more  likely  by  the  leuconucleins  split 
off  from  the  nucleohiston.  According  to  Wooldeidge,  his  tissue  fibrinogen 
does  not  produce  any  intravascular  coagulation  if  it  is  freed  from  contami- 

'  Wooldridge,  1.  c;  Halliburton,  Journ.  of  Physiol.,  Vol.  9. 

'  A  Study  of  the  Intravascular  Coagulation,  etc..  Proceed,  of  the  Roy.  Irish  Acad. 
(3),  Vol.  2.  See  also  Wright,  Lecture  on  Tissue  or  Cell  Fibrinogen,  The  Lancet,  1892  ; 
and  Wooldrldge's  Method  of  Producing  Immunity,  etc.,  Brit.  Med.  Journal,  Sept.,  1891. 

s  Journ.  of  Physiol. ,  Vol.  15. 

*  Ibid.,  Vol.  18. 
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nating  bodies  by  means  of  alcohol.  This  corresponds  with  the  statements 
of  Alex.  Schmidt,  bat  still  farther  iavestigations  are  necessary. 

The  explanation  of  the  prodaction  of  the  negative  phase  has  been 
attempted  in  different  ways.  Lilienfbld  seeks  the  reason  in  a  cleavage  of 
histou,  which  has  a  retarding  action,  from  the  nacleohiston.  The  retarding 
action  of  histon  has  been  shown,  but  not  its  cleavage  from  nacleohiston  in 
this  process.  According  to  Weight  and  Pekelhaeixg,  the  retarding 
substances  are  albamoses,  which  are  formed  in  the  decomposition  of  the 
injected  nacleoproteids.  In  opposition  to  this  view  we  have  the  fact  that 
other  investigators,  as  Hallibuetok  and  Beodib,'  have  been  unable  to 
detect  any  albnmose  in  the  blood  or  urine  under  these  conditions.  The 
retarding  action  of  the  poisonous  substance  of  snake-blood,  which  is  not  a 
nacleoproteid,  as  well  as  the  action  of  albamoses,  speaks  against  the  assump- 
tion as  to  a  retarding  decomposition  product  of  the  injected  nacleoproteid. 
We  have  a  large  number  of  researches  on  the  action  of  albamoses  by 
different  investigators,  such  as  Geosjeax,  Lbdoux,"  Contejean,  Dasteb, 
Ploeesco,  ATHAifAsiu,  Caevallo,  Glet,  Pachon,  Delezbnne,'  Spieo, 
and  Ellinger.*  The  chief  result  derived  from  all  these  investigations 
seems  to  be  that  after  the  injection  of  albamoses  a  special  substance  (at 
least  chiefly)  is  formed  in  the  liver.  This  substance  has  a  retarding  action 
on  coagalation,  hence  the  albamoses  are  not  directly  active.  If  the  blood 
has  its  coagulability  returned  some  time  after  an  injection  of  albumose 
solution,  its  coagulation  is  not  prevented  by  another  injection  of  albumoses. 
The  animal  has  become  immune  against  an  albnmose  injection,  a  condition 
which  has  been  explained  in  different  ways  (see  Spieo  and  Ellingbe). 

Weight  gives  as  reason  why  the  intravascular  coagulation  of  the  blood 
of  a  dog  is  ordinarily  confined  to  the  portal  system  in  the  fact  that  it  con- 
tains larger  quantities  of  carbon  dioxide.  An  increased  quantity  of  carbon 
dioxide  in  the  blood  favors  the  appearance  of  the  positive  phase,  and  an 
intravascular  coagulation,  extending  over  the  entire  vascular  system,  may 
be  produced  in  dogs  that  have  been  asphyxiated  by  clamping  the  trachea,  by 
injecting  tissue  fibrinogen  (impure  nucleohiston).  DELBZEJsrsrE '  has  arrived 
at  the  conclusion  by  continued  investigation  that  the  bodies  retarding 
coagulation  cause  a  hypoleucocytosis,  chiefly  by  their  destructive  action  on 
the  leucocytes.     The  action  of  the  liver  consists  in  that  this  organ  produces 

'  Wright,  1.  c. ;  Lilienfeld,  I.  c;  PekelUaring,  1.  c. ;  Halliburton  and  Brodie,  Jouin. 
of  Physio!.,  Vol.  17. 

'  Grossjean,  Travaux  du  laboratoire  de  L.  Fredericq,  4.  Liege,  1892.  Ledoux,  ibid., 
5,  1896. 

'  The  worlis  of  the  above-mentioned  French  investigators  can  be  found  in  Compt. 
rend.  soc.  biol..  Tomes  46,  47,  and  48,  and  Arch.  d.  Physiol.  (5),  Tomes  7,  8,  and  9. 

*  Zeitschr.  f.  physiol.  Chem.,  Bd.  23. 

'  Arch,  de  Physiol.  (5),  Tome  10,  pages  508  and  568. 
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a  special  sabstance  which  retards  coagulation.  It  consists,  moreover,  in  that 
in  the  cleavage  of  the  nncleohiston  the  leuconnclein,  which  acts  to  enhance 
coagalation,  is  retained  by  the  liver-cells,  while  the  histon,  which  retards, 
coagulation,  remains  in  the  blood. 

The  gases  of  the  blood  will  be  treated  of  in  Chapter  XVII  (on  respira- 
tion). 

■y 

IV.   The  Quantitative  Composition  of  tlie  Blood. 

The  quantitative  analysis  of  blood  cannot  be  of  value  for  the  blood  as  an 
entirety.  We  must  ascertain  on  one  side  the  relationship  of  the  plasma  and 
blood-corpascles  to  each  other,  and  on  the  other  side  .the  constitution  of 
each  of  these  two  chief  constituents.  The  difiBculties  which  stand  in  the 
way  of  such  a  task,  especially  in  regard  to  the  living,  non-coagulated  blood, 
have  not  been  removed.  Since  the  constitution  of  the  blood  may  differ  not 
only  in  different,  vascular  regions,  but  also  in  the  same  region  under 
different  circumstances,  which  renders  also  a  number  of  blood  analyses 
necessary,  it  can  hardly  appear  remarkable  that  our  knowledge  of  the 
constitution  of  the  blood  is  still  relatively  limited. 

The  relative  volume  of  blood-corpuscles  and  sernm  in  defibrinated  blood 
may  be  determined,  according  to  L,  and  M.  Blbibtkeu,'  by  various- 
methods  if  the  defibrinated  blood  is  mixed  with  different  proportions  of 
isotomic  NaCl  solution  (1  vol.  of  the  blood  to  at  least  1  vol.  salt  solution), 
the  blood-corpuscles  allowed  to  settle  to  the  bottom  or  facilitated  by 
centrifugal  force,  and  the  clear  supernatant  mixture  of  serum  and  common- 
salt  solution  siphoned  off.     The  methods  are  as  follows : 

1.  Determine  the  quantity  of  nitrogen  in  at  least  two  different  portions  of  the  mixture 
of  serum  and  salt  solution  by  means  of  Kjbldahl's  method  and  calculate  the  quantity 
of  proteid  corresponding  thereto  by  multiplying  with  6.25,  and  the  relative  volume  of 
blood  X,  and  also  the  volume  of  the  structural  elements  (1— i^),  is  found  by  the  foUowing^ 
equation  : 

In  this  equation  (for  mixtures  1  and  2),  h  or  Jj  represents  the  volume  of  blood  in  the- 
mixture,  «i  or  «j  the- volume  of  salt  solution,  and  «i  or  e^  the  quantity  of  proteid  in  a  cer- 
tain volume  of  each  mixture. 

2.  Determine  the  specific  gravity  of  the  blood-serum,  the  salt  solutions  and  at  least  one 
of  the  mixtures  of  serum  and  salt  solution  by  means  of  a  pyknometer.  The  relative 
volume  of  serum  x  is  found  in  this  by  the  following  equation  : 

-±  ^  -^ 

"'^  h' iba—K' 

In  this  equation  s  and  b  represent  the  volumes  of  salt  solution  and  blood  mixed.  S  rep- 
resents the  specific  gravity  of  the  obtained  serum  and  salt  solution  obtained  on  allowing 
the  blood-corpuscles  to  settle,  So  the  sp.  gr.  of  the  serum,  and  .K'that  of  the  salt  solution. 
For  horse's  blood,  two  other,  shorter  methods  may  be  made  use  of  (see  the  original 
article). 

'  Pfliiger's  Arch.,  Bdd.  51,  55,  and  60. 
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Important  objections  have  been  presented  by  several  investigators,  such 
as  Etkman,  Bieenacki,  and  Hedin/  against  the  above  methods,  whose 
value  therefore  is  questionable.  St.  Buqaksky  and  Tangl"  have  sug- 
gested another  method  based  on  the  different  electrical  conductivity  of  the 
blood  and  plasma. 

For  clinical  purposes  the  relative  volume  of  corpuscles  in  the  blood  may 
be  determined  by  the  use  of  a  small  centrifuge  called  hmmatocrii,  constructed 
by  Blix  and  described  and  tested  by  Hedin.  A  measured  quantity  of 
blood  is  mixed  with  a  known  volume  (best  an  equal  volume)  of  a  fluid 
which  prevents  coagulation.  This  mixture  is  introduced  into  a  tube  and 
then  centrifuged.  According  to  Hedin  it  is  best  to  treat  the  blood,  which 
is  kept  fluid  by  1  p.  m.  oxalate,  with  an  equal  volume  of  a  9  p.  m.  NaCl 
solution.  After  complete  centrif  ugation  the  layer  of  blood-corpuscles  is  read 
off  on  the  graduated  tube,  and  the  volume  of  blood-corpuscles  (or  more 
correctly  the  layer  of  blood-corpuscles)  calculated  in  100  vols,  of  the  blood 
therefrom.  By  means  of  comparative  counts  Hedist  and  Daland  have 
found  that  an  approximately  constant  relation  exists  between  the  volume  of 
the  layer  of  blood-corpuscles  and  the  number  of  red  corpuscles  under 
physiological  conditions,  so  that  the  number  of  corpuscles  may  be  calculated 
from  the  volume.  Daland'  has  shown  that  such  a  calculation  gives 
approximate  results  also  in  disease,  when  the  size  of  the  blood-corpuscles 
does  not  essentially  deviate  from  the  normal.  In  certain  diseases,  such  as 
pernicious  anaemia,  this  method  gives  such  inaccurate  results  that  it  cannot 
be  used. 

In  determining  the  relationship  between  the  weight  of  blood-corpuscles 
and  the  weight  of  blood-fluid,  we  generally  proceed  in  the  following 
manner : 

If  any  substance  is  found  in  the  blood  which  belongs  exclusively  to  the 
plasma  and  does  not  occur  in  the  blood-corpuscles,  then  the  amount  of 
plasma  contained  in  the  blood  may  be  calculated'if  we  determine  the  amount 
of  this  substance  in  100  parts  of  the  plasma  or  serum,  respectively,  on  one 
side  and  in  100  parts  of  the  blood  on  the  other.  If  we  represent  the 
amount  of  this  substance  in  the  plasma  by  p  and  in  the  blood  by  b,  then 

the  amount  of  x  in  the  plasma  from  100  parts  of  blood  is  a;  =  '—. 

-Such  a  substance,  which  occurs  only  in  the  plasma,  is  fibrin  according 
to  Hoppe-Sexlbk,  sodium  according  to  Bunge  (in  certain  kinds  of  blood), 
and  sugar  according  to  Otto.*  The  experimenters  just  named  have  tried 
to  determine  the  amount  of  the  plasma  and  blood-corpuscles,  respectively, 
in  different  kinds  of  blood,  starting  from  the  above-mentioned  substances. 

Another  method,  suggested  by  Hoppe-Seylek,  is  to  determine  the  total 
amount  of  haemoglobin  and  proteids  in  a  portion  of  blood,  and  on  the  other 
hand  the  amount  of  haemoglobin  and  proteids  in  the  blood-corpuscles  (from 

'  Biernacki,  Zeitschr.  f.  physiol.  Chem.,  Bd.  19  ;  Eykinan,  PflUger's  Arch.,  Bd.  60  j 
Hedia,  ibid.,  and  Skand.  Arch.  f.  Physiol.,  Bd.  5. 

«  Centralbl.  f.  Physiol.,  Bd.  11. 

'Hedin,  Skand.  Arch.  f.  Physiol.,  Bd.  3,  S.  361  and  Bd.  5;  Puflger's  Arch.,  Bd. 
60  ;  Daland,  Fortschritte  d.  Med.,  Bd.  9. 

*  Hoppe-Seyler,  Handb.  d,  physiol.  u.  path.  chem.  Analyse,  6.  Aufl.;  Bunge,  Zeit- 
schr. f.  Biologie,  Bd.  12;  Otto,  PflUger's  Arch.,  Bd.  35. 
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an  equal  portion  of  the  same  blood),  which  have  been  sufficiently  washed 
with  common-salt  solution  by  centrifugal  force.  The  figures  obtained  as  a 
difference  between  these  two  determinations  correspond  to  the  amount  of 
proteids  which  was  contained  in  the  serum  of  the  first  portion  of  blood. 
If  we  now  determine  the  proteids  in  a  special  portion  of  serum  of  the  same 
blood,  then  the  amount  of  serum  in  the  blood  is  easily  determined.  The 
nsefulness  of  this  method  has  been  confirmed  by.BuNGB  by  the  control 
experiments  with  the  sodium  determinations.  If  the  amount  of  serum  and 
blood-corpuscles  in  the  blood  is' known,  and  we  then  determine  the  amount 
of  the  different  blood-constituents  in  the  blood-serum  on  one  side  and  of 
the  total  blood  on  the  other,  the  distribntion  of  these  different  blood-con 
stituents  in  the  two  chief  components  of  the  blood,  plasma  and  blood- 
corpuscles,  may  be  ascertained.  On  the  opposite  page  are  given  analyses 
of  various  animal  bloods  by  Abderhalden' '  according  to  Hoppe-Sbtlek's 
and  Bu2f  ge's  methods.  The  analyses  of  human  blood  by  C.  Schmidt  "  are 
older  and  were  made  according  to  another  method,  hence  perhaps  the 
results  for  the  weight  of.  corpuscles  is  a  little  too  high.  All  the  results  are 
in  parts  per  1000  parts  of  blood. 

The  relation  between  blood-corpuscles  and  plasma  may  vary  considerably 
nnder  different  circumstances  even  in  the  same  species  of  animal.  In 
animals  in  most  cases  considerably  more  plasma  is  formed,  sometimes  f  of 
the  weight  of  the  blood.*  For  human  blood  Areonet  has  found  478.8 
p.  m.  blood-corpuscles  and  521.2  p.  m.  serum  (in  defibrinated  blood)  as  an 
average  of  nine  determinations.  Schkeidee  *  found  349.6  and  650.4  p.  m. 
respectively  in  women. 

The  sugar  occurs,  it  seems,  only  in  the  serum  and  not  with  the  blood- 
corpuscles.  The  same  is  true,  according  to  Abdbkhaldbn,  for  the  lime, 
fat,  and  perhaps  also  the  fatty  acids.  The  division  of  the  alkalies  between 
the  blood-corpuscles  and  the  plasma  is  different,  as  the  blood-corpuscles 
from  the  pig,  horse,  and  rabbit  contain  no  soda,  those  from  human  blood 
are  richer  in  potassium,  and  the  corpuscles  from  ox-,  sheep-,  goat-,  dog-,  and 
cat-blood  are  considerably  richer  in  sodium  than  potassium.  Chlorine  exists 
in  all  blood  to  a  greater  extent  in  the  serum  than  in  the  blood-corpuscles. 
The  iron  seems  to  occur  entirely  in  the  blood-corpuscles.  Manganese  has 
iDeen  found  in  blood,  as  well  as  traces  of  lithium,  copper,  lead,  and  silver. 
The  blood  as  a  whole  contains  in  ordinary  cases  770-820  p.  m.  water,  with 
180-230  p.  m.  solids;  of  these  173-220  p.  m.  are  organic  and  6-10  p.  m. 
inorganic.  The  organic  consists,  deducting  6-12  p.  m.  extractive  bodies, 
of  proteids  and  hsemoglobin.  The  amount  of  this  last-mentioned  body  in 
human  blood  is  about  130-150  p.  m.     In  the  dog,  cat,  pig,  and  horse  the 

'  Zeitsohr.  f.  physiol.  Chem.,  Bdd.  23  and  25. 

'  Cited  and  in  part  recalculated  from  v.  Gorup-Besanez,  Lehrb.  d.  physiol.  Chem., 
4.  Aufl.,  S.  345. 

»  See  Sacharjin  in  Hoppe-Seyler's  Physiol.  Chem.,  S.  447;  Otto,  Pfliiger's  Arch.,  Bd. 
35  ;  Bunge,  1.  c;  L.  and  M.  Bleibtreu,  Pfliiger's  Arch.,  Bd.  51. 

*  AiTonet,  Maly's  Jahresber.,  Bd.  17;  Schneider,  Centralbl.  f.  Physiol.,  Bd.  5,  S.  362. 
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quantity  of  haemoglobin  is  about  the  same,  and  lower  in  the  blood  from  the 
ox,  bull,  sheep,  goat,  and  rabbit  (Abdebhaldek). 
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The  amount  of  sugar  in  the  blood  is  on  an  average  1-1.5  p.  m.  It 
seems  to  be  dependent  upon  the  constitution  of  the  food,  as  feeding  with 
large  amounts  of  sugar  or  detrin  causes  a  considerable  increase  in  the  sugar 
of  the  blood,  as  observed  by  Bleile.  When  the  quantity  of  sugar  amounts 
to  more  than  3  p.  m.,  then,  according  to  Cl.  Berkabd,'  sugar  appears  in 
the  urine,  and  also  a  glycosuria.     In  judging  of  the  amount  of  sugar  in  the 


1  Bleile,  Du  Bois-Beymond's  Arch.,  1879;  Bernard,  Legons  sur  le  diabSte.     Paris,  1877. 
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blood  we  have,  in  most  cases,  overlooked  the  fact  that  the  reducing  power 
of  the  blood  is  not  due  to  sugar  alone  but  also,  and  perhaps  in  greater  part, 
to  a  jecorin-like  substance  (see  page  133).  According  to  Hbkkiques  '  the 
blood  contains  under  normal  conditions  only  inconsiderable  amounts  of 
sugar,  and  the  reducing  power  depends  essentially  upon  the  Jecorin.  An 
increase  in  the  quantity  of  sugar  takes  place,  as  first  observed  by  Beknaed 
and  lately  substantiated  by  Fe.  Schenck,"  after  removal  of  blood.  Accord- 
ing to  Heneiques  this  increase  of  the  reducing  power,  at  least  in  dogs,  is 
not  due  to  sugar  but  chiefly  to  jecorin.' 

The  quantity  of  urea,  which  according  1;o  Schon^doepe  is  equally 
divided  between  the  blood-corpuscles  and  the  plasma,  is  greater  on  taking 
food  than  in  starvation  (Geehant  and  Quinquaud,  Schondoeef)  and 
varies  between  0.2  and  1.5  p.  m.  In  dogs  Schondoefe  '  found  in  starva- 
tion aminimum  of  0.348  p.  m.  and  a  maximum  of  1.529  p.  m.  at  the  point 
of  highest  urea  formation.  Blood  also  contains  traces  of  ammonia,  which 
amounted  to  1.5  milligrams  for  100  grams  arterial  dog-blood  (IfEsrcKi, 
Pawlow  and  Zaleski).  The  quantity  of  ammonia  in  the  blood  from 
the  portal  vein  is  about  8.4  times  greater,  but  the  greatest  exists  in  the  blood 
from  the  branches  of  the  portal  vein,  namely,  the  pancreatic  veins,  where 
it  amounts  to  11.2  milligrams.  The  blood  from  healthy  persons  contains 
on  an  average  0.90  milligrams  per  100  c.c.  according  to  Winteebeeg.' 
The  quantity  of  uric  acid  may  be  0.1  p.  m.  in  bird's  blood  (v.  Scheodee'). 
Lactic  acid  was  first  found  in  human  blood  by  Saiomob^  and  then  by 
Gaglio,  BEELiNEEBLAir  and  Ieisawa.'  The  quantity  of  lactic  acid  may 
vary  considerably.     Beelineeblau  found  0.71  p.  m.  as  maximum. 

The  Composition  of  the  Blood  in  Different  Vascular  Begions   and  under 

Different  Conditions. 

Arterial  and  Venous  Blood.  The  most  striking  difference  between 
these  two  kinds  of  blood  is  the  variation  in  color  caused  by  their  containing 
different  amounts  of  gas  and  'different  amounts  of  oxyhEemoglobin  and 
haemoglobin.     The  arterial  blood  is  light  red ;  the  venous  blood  is  dark  red, 

'  Zeitsclir.f.  physiol.  Chem.,  Bd.  33.  See  also  Kolisch  and  Stejskal,  Wien.  klin. 
Wochenschr. ,  1898. 

»  Pflilger's  Arch.,  Bd.  57. 

"  A  critical  review  of  the  different  methods  for  removing  pioteids  from  the  blood  in 
the  estimation  of  sugar  has  been  given  by  Seegen,  Centralbl.  f.  Physiol.,  Bd.  6. 

*  Grehant  et  Quinquaud,  Journal  de  rauatomie  et  de  la  physiol.,  Tome  30,  and 
Compt.  rend.,  Tome  98  ;  SchSndorff,  Pfltiger's  Arch.,  Bdd.  54  and  63. 

'  Nencki,  Pawlow,  and  Zaleski,  Arch,  de  scienc.  biol.  de  St.  Petersbourg,  Tome  4 ; 
Winterberg,  Wien.  klin.  Wochenschr.,  1897;  and  Zeitschr.  f.  klin.  Med.,  Bd.  35, 

« Ludwig's  Festschrift,  1887. 

'  Irisawa,  Zeitschr.  f.  physiol.  Chem.,  Bd.  17,  which  also  gives  the  older  literature. 
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dichroitic,  greenish  by  transmitted  light  through  thin  layers.  The  arterial 
coagulates  more  quickly  than  the  venous  blood.  The  latter,  on  account  of 
the  transudation  which  takes  place  in  the  capillaries,  is  somewhat  poorer  in 
•water  but  richer  in  blood-corpuscles  and  haemoglobin  than  the  arterial 
blood,  but  this  is  denied  by  modern  investigators.  According  to  Krugbe  ' 
and  his  pupils  the  quantity  of  dry  residue  and  haemoglobin  in  blood  from 
the  carotid  artery  and  from  the  jugular  vein  (in  cats)  are  the  same. 
EoHMAJfiT  and  Muhsam  '  could  not  detect  any  difference  in  the  quantity 
of  fat  in  arterial  and  venous  blood.     - 

Blood  from  the  Portal  Vein  and  the  Hepatic  Vein.  The  blood  of  the 
hepatic  vein  is  poorer  in  ordinary  red  blood-corpuscles  but  richer  in  white 
and  so-called  young  red  blood-corpuscles.  A  few  investigators  have  con- 
cluded from  this  that  a  formation  of  red  blood-corpuscles  takes  place  in  the 
liver,  while  others  claim  that  a  destruction  takes  place. 

In  consequence  of  the  small  quantities  of  bile  and  lymph  found  relatively 
to  the  large  quantity  of  blood  circulating  through  the  liver  in  a  given  time, 
we  can  hardly  expect  to  detect  a  positive  difference  in  the  composition 
between  the  blood  of  the  portal  and  hepatic  veins  by  chemical  analysis. 
The  statements  in  regard  to  such  a  difference  are  in  fact  contradictory. 
Por  example,  Dkosdoff  has  found  more  haemoglobin  in  the  hepatic  than  in 
the  portal  vein,  while  Otto  found  less.  Kruger  finds  that  the  quantity  of 
liaemoglobin,  as  well  as  the  solids,  in  the  blood  from  the  vessels  passing  to 
and  from  the  liver  is  different,  but  a  constant  relationship  cannot  be 
determined.  The  disputed  question  as  to  the  varying  quantities  of  sugar 
in  the  portal  and  hepatic  veins  will  be  discussed  in  a  following  chapter  (see 
Chapter  VIII,  on  the  formation  of  sugar  in  the  liver).  After  a  meal  rich 
in  carbohydrates  the  blood  of  the  portal  vein  not  only  becomes  richer  in 
dextrose,  but  may  contain  also  dextrin  and  other  carbohydrates  (v.  Mering, 
Otto  ').  The  amount  of  urea  in  the  blood  from  the  hepatic  vein  is  greater 
than  in  other  blood  (Geehant  and  Quinquaud*).  In  regard  to  the 
quantity  of  ammonia,  see  page  173. 

Plood  of  the  Splenic  Vein  is  decidedly  richer  in  leucocytes  than  the 
blood  from  the  splenic  artery.  The  red  blood-corpuscles  of  the  blood  from 
the  splenic  vein  are  smaller  than  the  ordinary,  less  flattened,  and  show  a 
greater  resistance  to  water.  The  blood  from  the  splenic  vein  is  also  claimed 
to  be  richer  in  water,  fibrin,  and  proteid  than  the  ordinary  venous  blood. 
According  to  v.  Middendoeff,  it  is  richer  in  haemoglobin  than  arterial 


'  Zeitschr.  f.  Biologie,  Bd.  26. 
»  Pflilger's  Archiv,  Bd.  46. 

•  Drosdorfl,   Zeitschr.  f.  physiol.   Chera.,  Bd.  1;  Otto,  Maly's  Jahresber.,  Bd.  17,- 
V.  Merlng,  Du  Bois-Reymond's  Arch.,  1877,  S.  413. 

*  1.  c. 
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blood.  KRtJGER '  and  his  pupils  have  found  that  the  blood  from  the  vena 
lienalis  is  generally  richer  in  hagmoglobin  and  solids  than  arterial  blood ;  still 
the  contrary  is  often  found.  The  blood  from  the  splenic  yein  coagalates 
slowly. 

The  Blood  from  the  Veins  of  the  Glands.  The  blood  circulates  with 
greater  rapidity  through  a  gland  during  activity  (secretion)  than  when  ab 
rest,  and  the  outflowing  venous  blood  has  therefore  duriug  activity  a  lighter 
red  color  and  a  greater  amount  of  oxygen.  Because  of  the  secretion  the 
venous  blood  also  becomes  somewhat  poorer  in  water  and  richer  in  solids. 

The  blood  from  the  Muscular  Veins  shows  an  opposite  behavior,  for 
during  activity  it  is  darker  and  more  venous  in  its  properties  because  of  the 
increased  •  absorption  of  oxygen  by  the  muscles  and  still  greater  production 
of  carbon  dioxide  than  when  at  rest. 

Menstrual  Blood  has,  according  to  an  old  statement,  not  the  power  of 
coagulating.  This  statement  is  nevertheless  false,  and  the  apparent  un- 
coagulability  depends  in  part  on  the  womb  and  the  vagina  retaining  the 
blood-clot,  so  that  only  fluid  crnor  is  at  times  eliminated,  and  in  part  on  a 
contamination  with  vaginal  mucus  which  disturbs  the  coagulation. 

The  Blood  of  the  two  Sexes.  Woman's  blood  coagulates  somewhat  more 
quickly,  has  a  lower  specific  gravity,  a  greater  amount  of  water,  and  a. 
smaller  quantity  of  solids  than  the  blood  of  man.  The  amount  of  blood- 
corpuscles  and  hsemoglobin  is  somewhat  smaller  in  woman's  blood.  The 
amount  of  hsemoglobin  is  146  p.  m.  for  man's  blood  and  133  p.  m.  for 
woman's. 

During  pregnancy  Nassb  has  observed  a  decrease  in  the  specific  gravity,, 
with  an  increase  in  the  amount  of  water  until  the  end  of  the  eighth  month.^ 
From  then  the  specific  gravity  increases,  and  at  delivery  ib  is  normal  again. 
The  amount  of  fibrin  is  somewhat  increased  (Becquekel  and  Eodiee, 
ISTasse).  The  number  of  blood-corpuscles  seems  to  decrease.  In  regard  ta 
the  amount  of  hsemoglobin  the  statements  are  somewhat  contradictory. 
CoHNSTEiK '  found  the  number  of  red  corpuscles  diminished  in  the  blood 
of  pregnant  sheep  as  compared  to  non-pregnant,  but  the  red  corpuscles 
were  larger,  and  the  quantity  of  haemoglobin  in  the  blood  was  greater  in  the 
first  case. 

The  Blood  at  Different  Periods  of  Life.  Foetal  blood  is  strikingly 
poorer  in  blood-corpuscles  and  haemoglobin  than  the  blood  of  the  adult.  A 
few  hours  after  birth  the  blood  of  the  child  has  the  same  or  greater  quantity 
of  hsemoglobin  than  the  blood  of  the  mother  (Cohnstein  and  Zuntz, 
Otto,  Wikteestitz).     The  quantity  of  haemoglobin  and  blood -corpuscles. 

'  V.  Middendorff,  Oentialbl.  f.  Physiol.,  Bd.  2,  S.  753  ;  KrUger,  1.  c. 
'  Nasse.  Maly's  Jiiliiesber.,  Bd.  7  ;   Becquerel   and  Eodier,  Traite  de  chim.  pathoL 
Paris,  1854  ;— Cohnstein,  Pfluger's  Arch.,  Bd.  34. 
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quickly  increases  after  birth;  still  they  do  not  both  increase  at  the  same 
rate,  as  the  amount  of  hsemoglobin  increases  much  faster.  Two  or  three 
days  after  birth  the  haemoglobin  reaches  a  maximum  (20-21j^),  which  ia 
greater  than  at  any  other  period  of  life.  This  is  the  cause  of  the  great 
abundance  of  solids  in  the  blood  of  new-born  infants  as  observed  by  several 
investigators.  The  quantity  of  hsemoglobin  and  blood-corpuscles  sinks 
gradually  from  this  first  maximum  to  a  minimum  of  about  llj^  hemoglobin, 
which  minimum  appears  in  human  beings  between  the  fourth  and  eighth 
years.  The  quantity  of  haemoglobin  then  increases  again  until  about  the 
twentieth  year,  when  a  second  maximum  of  13.7-15^  is  reached.  The 
haemoglobin  remains  at  this  point  only  towards  the  forty-fifth  year,  and 
then  gradually  and  slowly  decreases  (Leichtbnstben,  Otto  ').  According 
to  older  statements,  the  blood  at  old  age  is  poorer  in  blood-corpuscles  and 
albuminous  bodies  but  richer  in  water  and  salts.  The  more  recent  investi- 
gations of  W.  SoHWiNGE "  on  the  quantity  of  haemoglobin  and  the  number 
of  red  and  white  corpuscles  in  human  beings  at  difEereat  periods  of  life 
nnder  various  conditions,  show  that  the  quantity  of  heemoglobin  and  the 
nnmber  of  the  red  blood-corpuscles  is  greatest  immediately  after  birth,  then 
soon  sinks  to  a  minimum,  and  then  increases  again  as  growth  progresses. 
In  maturity  they  show  certain  periodic  variations  until  finally  towards  the. 
end  of  life  they  decrease  again.  The  nnmber  of  leucocytes  on  the  contrary 
decrease  from  growth  to  maturity  but  later  increase. 

The  Influence  of  Food  on  the  Blood.  In  complete  starvation  no  decrease 
in  the  amount  of  solid  blood  constituents  is  found  to  take  place  (PANtrit 
and  others).  The  amount  of  haemoglobin  is  a  little  increased  (Subbotin, 
Otto),  and  also  the  number  of  red  blood-corpuscles  increases  (Woem 
MuLLEE,  Buntzek),  which  probably  depends  on  the  fact  that  the  blood- 
corpuscles  are  not  so  quickly  transformed  as  the  serum.  In  rabbits  and  to 
a  less  extent  in  dogs,  Popbl  '  found  that  complete  abstinence  had  a  tendency 
♦to  increase  the  specific  gravity  of  the  blood.  The  amount  of  fat  in  the 
blood  may  be  somewhat  increased  in  starvation  because  the  fat  is  taken  up 
from   the   fat   deposits   and   carried   to   the  various  organs   by  the   blood 

(N.   SCHULZ*). 

After  a  rich  meal  the  relative  number  of  blood-corpuscles,  after  secretion 
of  digestive  juices  or  absorption  of  nutritive  liquids,  may  be  increased  or 

'  Cohnstein  aud  Zuutz,  Pfluger's  Arch.,  Bd.  34;  Winteriiitz,  Zeitschr.  f.  pbyslol. 
Cbem.,  Bd.  23;  Leichtenstein,  Untersuch.  liber  deu  Hamoglobingebalt  des  Blutes, 
etc.     Leipzig,  1878  ;— Otto,  Maly's  Jahresber.,  Bdd.  15  and  17. 

"  Pfluger's  Arch.,  Bd.  73. 

»  Panum,  Virchow's  Arch.,  Bd.  29  ;  Subbotin,  Zeitschr.  f.  Biologic,  Bd.  7  ;  Otto,  1.  c.,- 
Worm  Milller,  Transfusion  und  Plelliora.  Christiania,  1875 , — Buntzen,  see  Maly's 
Jahresber.,  Bd.  9; — Popel,  Arch,  des  scienc.  biol.  de  St.  Petersbourg,  Tome  4,  p.  354. 

*  Pfluger's  Arch.,  Bd.  65. 
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diminislied  (Buntzek,  LEiCHTENSTERir).  The  number  of  white  blood- 
corpuscles  may  be  coasiderably  increased,  after  a  diet  rich  in  proteids. 
After  a  diet  rich  in  fat  the  plasma  becomes,  even  after  a  short  time,  more 
or  less  milky-white,  like  an  emulsion.  The  constitution  of  the  food  acts 
essentially  on  the  amount  of  hsemoglobin  in  the  blood.  The  blood  of 
herbivora  is  generally  poorer  in  hsemoglobin  than  that  from  carnivora,  and 
SuBBOTiN  has  observed  in  dogs  after  a  partial  feeding  with  food  rich  in 
carbohydrates  that  the  amount  of  haemoglobin  sank  from  the  physiological 
average  of  137.5  p.  m.  to  103.3-93.7  p.  m.  According  to  Leichtensteeu- 
a  gradual  increase  in  the  amount  of  lisemoglobin  is  found  to  take  place  in 
the  blood  of  human  beings  on  enriching  the  food,  and  according  to  the 
same  investigator  the  blood  of  lean  persons  is  generally  somewhat  richer  in 
hsemoglobin  than  blood  from  fat  ones  of  the  same  age.  The  addition  of 
iron  salts  to  the  food  greatly  influences  the  number  of  blood-corpuscles  and 
especially  the  amount  of  hsemoglobin  they  contain.  The  action  of  the  iron 
salts  is  obscure.  According  to  Bunge  and  his  pupils,  they  probably  com- 
bine with  the  sulphuretted  hydrogen  of  the  intestinal  canal  and  thereby 
prevent  the  iron,  associated  in  the  food  as  protein  combination,  from  being 
eliminated  as  iron  sulphide.  According  to  numerous  other  investigators, 
such  as  "WoLTEEiN-G,  KuNKEL,  Macullum,  "W.  Hall,  Hochhaus,  and 
Quincke  and  Gaule,  therapeutic  iron  is  also  absorbed  and  is  of  value  in  the 
formation  of  hsemoglobin. ' 

An  increase  in  the  number  of  red  corpuscles,  a  true  "  plethora  polt- 
CttHjEMICA,  "  takes  place  after  transfusion  of  blood  of  .the  same  species  of 
animal.  According  to  the  observations  of  Panum  and  "Woem  Muller,' 
the  blood-liquid  is  quickly  eliminated  and  transformed  in  this  case, — the 
water  being  eliminated  principally  by  the  kidneys,  and  the  proteid  burned 
into  urea,  etc. , — while  the  blood-corpuscles  are  preserved  longer  and  cause  a 
"  POLYCYTHEMIA."  A  relative  increase  in  the  number  of  red  corpuscles  is 
found  after  abundant  transudations  from  the  blood,  as  in  cholera  and 
heart-failure,  with  considerable  accumulation.  An  increase  in  the  number 
of  red  blood-corpuscles  has  also  been  observed  under  the  influence  of 
diminished  pressure  or  in  high  altitudes.  Viault  first  called  attention  to 
the  fact  that  the  number  of  red  corpuscles  was  very  great  in  the  blood  of 
man  and  animals  living  in  high  regions.  According  to  him  the  llama  has 
about  16  million  blood-corpuscles  per  c.mm.  By  observations  on  himself 
and  others,  as  well  as  on  animals,  Viault  found  the  first  effect  of  sojourning 
in  high  localities  was  a  very  considerable  increase  in  the  number  of  red 

"  Bunge,  Zeitschr.  f.  physiol.  Chem.,  Bd.  9 ;  Hausermann,  {bid.,  Bd.  23,  where  the 
works  of  Woltering,  Gaule,  Hall,  Hochhaus,  and  Quincke  are  cited.  The  same  -work 
contains  a  table  of  the  quantity  of  iron  in  various  foods;  Kunkel,  Pflilger's  Arch.,  Bd. 
61 ;  Macullum,  Journal  of  Physiol.,  Vol.  16. 

'  Panum,  Virchow's  Arch.,  Bd.  29 ;  "Worm  Milller,  1.  c. 
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corpuscles,  in  his  own  case  5-8  millions.  A  similar  increase  of  the  red 
blood-corpascles,  as  also  an  increase  in  the  quantity  of  hsemoglobin  under 
the  influence  of  diminished  pressure,  has  beeti  observed  by  many  other 
investigators  in  human  beings  as  well  as  in  animals.  The  experimenters  are 
not  united  as  to  whether  this  increase  is  absolute  or  only  relative,  caused  by 
a  concentration  of  the  blood  produced  by  a  withdrawal  from  the  plasma  into 
the  lymphatics  or  by  other  conditions." 

A  decrease  in  the  number  of  red  corpuscles  occurs  in  anemia  from  differ- 
ent causes.  Very  excessive  hemorrhage  causes  an  acute  anaemia,  or  more 
correctly  oligemia.  Even  during  the  hemorrhage  the  remaining  blood 
becomes  richer  in  water  by  diminished  secretion  and  excretion,  as  also  by 
an  abundant  absorption  of  parenchymous  fluid,  somewhat  poorer  in  proteids 
and  strikingly  poorer  in  red  blood-corpuscles.  The  oligsemia  passes  soon 
into  a  hydrsemia.  The  amount  of  proteid  then  gradually  increases  again; 
hut  the  re-formation  of  the  red  blood-corpuscles  is  slower,  and  after  the 
iydrEemia  follows  also  an  oligocythsemia.  After  a  little  time  the  number  of 
blood-corpuscles  rises  to  normal ;  but  the  re-formation  of  haemoglobin  does 
not  keep  pace  with  the  re-formation  of  the  corpuscles,  and  a  chlorotic  con- 
dition may  appear.  A  considerable  decrease  in  the  number  of  red  corpuscles 
occurs  also  in  chronic  anagmia  and  chlorosis ;  still  in  such  cases  an  essential 
decrease  in  the  amount  of  hEemoglobin  occurs  without  an  essential  decrease 
in  the  number  of  blood-corpuscles.  The  decrease  in  the  amount  of  haemo- 
globin is  more  characteristic  of  chlorosis  than  a  decrease  in  the  number  of 
red  corpuscles. 

A  very  considerable  decrease  in  the  number  of  red  corpuscles  (300, QOO- 
400,000  in  1  c.mm.)  and  diminution  in  the  amount  of  haemoglobin  (i-^) 
occurs  in  pernicious  anaemia  (Hayem,  Laache,  and  others).  On  the 
contrary,  the  individual  red  corpuscles  are  larger  and  richer  in  hsemoglobin 
than  they  ordinarily  are,  and  the  number  stands  in  an  inverse  relationship 
to  the  amount  of  haemoglobin  (Hatbm).  Besides  this  the  red  corpuscles 
often,  but  not  always,  show  in  pernicious  ansemia  remarkable  and  extraor- 
dinary irregularities  of  form  and  size,  which  Quincke  "  has  termed  poikilo- 
cytosis. 

The  Compositiofi  of  the  Red  Corpuscles.  Irrespective  of  the  changes  in 
the  amount  of  hsemoglobin,  as  just  mentioned,  the  composition  of  the  blood- 

'  See  Viault,  Compt.  rend.,  Tome  111,  113,  and  114  ;  MUntz,  ibid.,  112;  Regnard, 
Compt.  rend.  Soc.  de  blol.,  Tome  44.  The  works  of  Miescher  and  his  coworkers  are 
found  in  "Die  histochemischen  und  physlol.  Arbeiten  von  Friedrich  Miescher,"  Leip- 
zig, 1897.  (Bunge  and)  Weiss,  Zeitschr.  f.  physiol.  Chera.,  Bd.  33;  Giacosa,  ibid.,  Bd. 
23;  Grawitz,  Berl.  klin.  Wochenschr.,  1895;  Loewy  and  Zuutz,  PflUger's  Arch.,  Bd. 
66  ;  Schaumann  and  Rosenquist,  Zeitschr.  f.  klin.  Med.,  1898. 

'Laache,  "Die  AnSmie"  (Ohristiania,  1883),  which  also  contains  the  literature; 
Quincke,  Deutsch.  Arch.  f.  klin.  Med.,  Bdd.  30  and  25. 
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corpascles  may  be  changed  in  other  ways.  By  abandant  transudations,  as 
in  cholera,  the  blood-corpascles  may  give  up  water,  potassium,  and  phos- 
phoric acid  to  the  concentrated  plasma  and  become  correspondingly  richer 
in  organic  substances  (C.  Schmidt').  By  a  few  other  transudation 
processes,  as  in  dysentery  and  dropsy  with  albuminuria,  a  considerable 
amount  of  proteid  passes  from  the  blood;  the  plasma  becomes  richer  in 
water,  and  the  blood-corpuscles  take  up  water  and  so  become  poorer  in 
organic  substance  (C.  Schmidt). 

The  nuniber  of  leucocytes  may,  as  above  mentioned,  increase  considerably 
under  physiological  conditions,  such  as  after  a  meal  rich  in  proteida 
(physiological  lencocytosis).  Under  pathological  conditions  a  Tiyperleuco- 
cytosis  may  occur,  and  according  to  Viechow  '  this  occurs  in  all  pathological 
processes  in  which  the  lymphatic  glands  take  part.  Lencocytosis  occurs 
prominently  in  leuceemia,  which  is  characterized  by  the  very  great  abun- 
dance of  leucocytes  in  the  blood.  The  number  of  leucocytes  is  not  only 
absolutely  increased  in  this  disease,  but  also  in  proportion  to  the  number  of 
red  blood-corpuscles,  which  is  considerably  diminished  in  leucaemia.  The 
blood  from  a  leucsemic  patient  has  a  lower  specific  gravity  than  the  ordinary 
(1.035-1.040)  and  a  lighter  color,  as  if  it  were  mixed  with  pus.  The 
reaction  is  alkaline,  but  after  death  is  often  acid,  probably  due  to  a  decom-, 
position  of  the  considerably  increased  lecithin.  In  lencaemic  blood,  volatile 
fatty  acids,  lactic  acid,  glycero-phosphoric  acid,  large  amounts  of  xanthin 
bodies,  and  the  so-called  Chaecot's  crystals  (see  Chapter  XIII)  have  been 
found. 

The  quantity  of  water  in  the  blood  is  increased  in  general  dropsy,  with 
or  without  kidney  disease,  in  different  forms  of  anaemia,  and  in  scurvy. 
The  amount  of  water  is  diminished  in  abundant  transudations,  by  the 
action  of  powerful  laxatives,  in  diarrhoea,  and  especially  in  cholera. 

The  amount  of  proteids  in  the  blood  may  be  relatively  increased 
(hypebalbuminosis)  in  cholera  and  after  the  action  of  laxatives.  A. 
decrease  in  the  amount  of  proteids  (htpalbtjminosis)  occurs  after  direct 
loss  of  proteids  from  the  blood,  as  in  hemorrhage,  albuminuria,  in  evacua- 
tions rich  in  proteid  (dysentery),  copious  formation  of  pus,  anaemia,  etc.,, 
etc.  The  amount  of  fibrin  is  increased  (hypekinosis)  in  inflammatory 
diseases,  pneninonia,  acute  muscular  rheumatism,  and  erysipelas,  in  which 
the  blood  yields  a  "  ceusta  phlogistica  "  because  it  coagulates  more 
slowly.  The '  statements  in  regard  to  the  occurrence  of  a  hyperinosis  in 
scurvy  and  hydraemia  seems  to  require  further  confirmation.  A  decrease  in 
the  amount  of  fibrin  (hypinosis)  has  not  been  observed  with  certainty  in 
any  disease. 

'  Cited  from  Hoppe-Seyler,  Physiol.  Chem.,  S.  479. 

'  Viichow,  Gesammelte  Abhandl.  zur  wissensch.  Med.,  Bd.  3. 
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The  amount  of  fat  in  the  blood  (lip^mia)  increases,  irrespective  of  the 
increase  after  a  diet  rich  in  fat,  in  drunkards,  in  corpulent  individuals, 
after  fracture  of  the  bones,  and  also  in  diabetes.  In  the  last-mentioned 
case  the  increase  in  fat  depends,  according  to  Hoppb-Setler,'  upon  defec- 
.tive  digestion,  v.  Jaksch  '  has  observed  volatile  fatty  acids  in  the  blood 
(lipacid^mia)  in  febrile  diseases,  leucsBmia,  and  sometimes  in  diabetes.    ' 

The  amount  of  salts  in  the  blood  is  increased  in  dropsy,  dysentery,  and 
in  cholera  immediately  after  the  first  violent  attack,  but  diminishes  later 
after  the  attack  in  cholera,  in  scurvy,  and  in  inflammatory  diseases. 
According  to  Mokaczewsei'  the  quantity  of  chlorine  in  the  blood  is 
increased,  with  a  simultaneous  decrease  in  the  quantity  of  chlorine  in  the 
urine  and  a  chlorine  retention  takes  place.  In  pneumonia  and  nephrites  the 
chlorine  of  the  blood  is  diminished  with  a  simultaneous  decrease  of  chlorine 
in  the  urine.  The  statements  in  regard  to  the  alkalinity  of  the  blood  in 
diseases  are  uncertain. 

The  quantity  of  glucose  is  increased  in  diabetes  (mellitaemia").  Hoppe- 
Seyler  found  in  one  case  9  p.  m.  glucose  in  the  blood.  According  to 
Claude  Bernard,'  when  the  quantity  of  glucose  in  the  blood  amounts  to 
3  p.  m.  it  passes  into  the  urine.  The  correctness  of  this  statement  has  been 
disputed  for  some  time,  and  in  fact  we  do  not  know  to  what  extent  the  re- 
ducing power  of  the  blood  is  due  to  the  presence  of  other  bodies  (jecorin). 
According  to  Lepine  and  Barral  and  Kaufman^N'  "  the  saccharifying 
property  of  the  blood  is  diminished  in  diabetes.  The  quantity  of  urea  is 
augmented  in  fevers,  also  in  increased  metabolism  of  proteids,  followed  by 
an  increased  urea  formation.  A  further  increase  in  the  amount  of  urea  in 
the  blood  occurs  in  retarded  micturition,  as  in  cholera  as  well  as  in  cholera 
infantum  (K.  Morker"),  and  in  afEections  of  the  kidneys  and  the  urinary 
passages.  After  a  ligature  of  the  ureters  or  after  extirpation  of  the  kidneys 
of  animals  an  accumulation  of  urea  takes  place  in  the  blood.  Uric  acid  is 
found  increased  in  the  blood  in  gout  (Garrod,  Salomois' ');  oxalic  acid 
was  also  found  in  the  blood  in  the  same  disease  by  Garrod.  According  to 
T.  Jaksch  fevers  alone  do  not  lead  to  uricacidcemia.  Uric  acid  occurs  in 
relatively  large  quantities,  up  to  0.08  p.  m.,  in  croupous  pneumonia, 
affections  of  the  kidneys,  anaemia,  and  especially  such  conditions  which  lead 

1  Physiol.  Chem.,  S.  433. 

•>  Zeitschr.  f.  klin.  Med.,  Bd.  11. 

=  Virchow's  Arch.,  Bdd.  139  and  146. 

*  Hoppe-Seyler,  Physiol.  Ohem.,  S.  430;  Bernard,  Le9ons  sur  le  diabfite.   Paris,  1877. 

'  Lepine  and  Barral,  Revue  de  m€decine,  1893;  Kaufmann,  Compt.  rend.  deSoc. 
biol..  Tome  46. 

«  See  Maly's  Jahresber. ,  Bd.  17,  S.  453. 

'  Garrod,  Med.  Surg.  Transactions,  Vols.  31  and  37  ;  Salomon,  Zeitschr.  f.  physiol. 
Chem.,  Bd.  3. 
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to  the  symptoms  of  dyspnoea.  Nuclein  bases  occur  sometimes  in  very  small 
quantities  (v.  Jaksch). 

Among  the  foreign  bodies  which  are  found  in  the  blood  the  following 
must  be  mentioned  here:  biliary  acids  and  biliary  pigments  (which 
latter  may  occur  under  physiological  conditions  in  a  few  varieties  of  blood) 
in  icterus;  LEUCiiir  and  tyrosin  in  acute  atrophy  of  the  liver;  acetost 
especially  in  fevers  (v.  Jaksch  ').  In  melansemia,  especially  after  continuous 
malarial  fever,  black,  less  often  light  brown  or  yellowish,  grains  of  pigment 
occur  in  the  blood,  which,  according  to  the  generally  received  opinion, 
come  from  the  spleen.  After  poisoning  with  potassium  chlorate,  methffi- 
moglobin  is  observed  in  human  and  in  canine  blood  (Marchakd  and 
Cahn)  ;  but,  on  the  contrary,  no  formation  of  methsemoglobin  takes  place 
in  the  blood  of  rabbits  (Stokvis  and  Kimmyser).  A  formation  of  methse- 
moglobin may  be  caused  at  the  expense  of  the  haemoglobin  by  the  inhalation 
of  amyl  nitrite,  as  also  by  the  action  of  a  number  of  other  medicinal  bodies 
(Hayem,  Dittbich,'  and  others). 

The  quantity  of  Mood  is  indeed  somewhat  variable  in  different  species 
of  animals  and  in  different  conditions  of  the  body;  in  general  we  consider 
the  entire  quantity  of  blood  in  adults  as  about  -^—^  of  the  weight  of  the 
body,  and  in  new-born  infants  about  ^^.  Fat  individuals  are  relatively 
poorer  in  blood  than  lean  ones.  During  inanition  the  quantity  of  blood 
decreases  less  quickly  than  the  weight  of  the  body  (Pastum  °),  and  it  may 
therefore  be  also  proportionally  greater  in  starving  individuals  than  in  well- 
fed  ones. 

By  careful  bleeding  the  quantity  of  blood  may  be  considerably  diminished 
without  any  dangerous  symptoms.  The  loss  of  blood  to  J  of  the  normal 
quantity  has  as  sequence  no  durable  sinking  of  the  blood-pressure  in  the 
arteries;  while  the  smaller  arteries  accommodate  themselves  to  the  small 
quantities  of  blood  by  contracting  (Worm  Muller  *) .  A  loss  of  blood  to  one 
third  of  the  quantity  reduces  the  blood-pressure  considerably,  and  a  loss  of 
one  half  of  the  blood  in  adults  is  dangerous  to  life.  The  more  rapid  the 
bleeding  the  more  dangerous  it  is.  New-born  infants  are  very  sensitive  to 
loss  of  blood,  and  likewise  fat,  old,  and  weak  persons  cannot  stand  much 
loss  of  blood.     Women  can  stand  loss  of  blood  better  than  men. 

The  quantity  of  blood  may  be  considerably  increased  by  the  injection  of 
blood  from  the  same  species  of  animal  (Panum,  Landois,  Worm  Mulleb, 
Ponfick).    According  to  Worm  Muller  the  normal  quantity  of  blood  may 

1  tJeber  Acetonurie  und  Diaceturie.    Berlin,  1885, 

''  Marchand,  Virchow's  Arch.,  Bd.,  77,  and  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  23  ; 
Cahn,  ibid.,  Bd.  24  ;  Stokvis,  ibid.,  Bd.  31 ;  Kimmyser,  see  Maly's  Jahresber.,  Bd.  14; 
Hayem,  Compt.  rend..  Tome  102  ;  Dittrich,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  29. 

s  Virchow's  Arch.,  Bd.  29. 

*  Transfusion  und  Plethora.     Christiania,  1875. 
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indeed  be  increased  to  83j^  without  producing  any  abnormal  conditions  or 
lasting  high  blood-pressure.  An  increase  of  the  quantity  of  blood  to  150fi 
may  be  directly  dangerous  to  life  (Worm  Mullek).  If  the  quantity  of 
blood  of  an  animal  is  increased  by  transfusion  with  blood  of  the  same  kind 
of  animal,  an  abundant  formation  of  lymph  takes  place.  The  water  in 
excess  is  eliminated  by  the  urine;  and  as  the  proteid  of  the  blood-serum  is 
quickly  decomposed,  while  the  red  blood-corpuscles  are  destroyed  much 
more  slowly  (Tschiejbw,  Foestee,  Panum,  Woem  Mullee'),  a  polycy- 
theemia  is  gradually  produced. 

If  blood  of  another  kind  is  transfused,  then  under  certain  conditions, 
according  to  the  quantity  of  blood  introduced,  more  or  less  menacing 
symptoms  occur."  These  appear,  for  instance,  when  the  blood-corpuscles 
of  the  receiver  are  dissolved  easily  by  the  serum  of  the  introduced  blood,  as, 
for  example,  the  blood-corpuscles  of  rabbits  on  transfusion  with  a  different 
kind  of  blood,  or  the  reverse,  when  the  blood-corpuscles  of  the  transfused 
blood  are  dissolved  by  the  blood  of  the  receiver;  for  instance,  when  the 
blood  of  a  dog  is  transfused  with  rabbit's  or  lamb's  blood,  or  the  blood  of  a 
man  with  lamb's  blood  (Landois).  Before  dissolving,  the  blood-corpuscles 
may  unite  in  tough  agglomerated  heaps,  which  clog  up  the  smaller  vessels 
(Lakdois).  On  the  other  hand,  the  stromata  of  the  dissolved  blood- 
corpuscles  may  also  give  rise  to  an  extensive  intravascular  coagulation, 
causing  death. 

The  transfusion  should  therefore  when  possible  be  made  with  the  blood 
of  the  same  kind  of  animal,  and  for  the  resuscitating  action  of  the  blood  it 
is  immaterial  whether  or  not  it  contains  the  fibrin  or  the  mother-substance 
of  the  same.  The  action  of  transfused  blood  depends  on  its  blood- 
corpuscles,  and  therefore  defibrinated  blood  acts  just  like  non-deflbrinated 
(Panum,  Landois). 

The  property  of  blood-serum  of  a  certain  species  of  animals  of  dissolving  or  destroy- 
ing the  blood-corpuscles  of  another  has  been  called  the  globuUeidal  action  of  tlie  serum. 
The  bactericidal  or  so-called  microbicidal  aciionoi  the  serum  stands iu  close  connection  to 
the  above.  These  actions  are  connected  with  the  presence  of  certain  enzyme-like  protein 
bodies,  so-called  alexins,  which  originate  from  the  leucocytes.  As  shown  by  ROdkn, 
Hahn,  Camys,  and  Gley,'''  blood-serum  acts  destructively  on  certain  enzymes,  such  as 
rennin,  pepsin,  and  trypsin,  but  this  action  is,  according  to  Hahn,  not  connected  with 
the  globulicidal  or  bactericidal  action. 

The  quantity  of  blood  in  the  different  organs  depends  essentially  on  the 
activity  of  the  same.     During  work  the  exchange  of  material  in  an  organ 

'  Panum,  Nord.  med.  Ark.,  Bd.  7  ;  Virchow's  Arch.,  Bd.  63  ;  Landois,  Centralbl. 
f.  d.  med.  Wissensch.,  1875,  and  "  Bie  Transfusion  deS  Blutes,"  Leipzig,  1875  ;  Worm 
Mailer,  "Transfusion  und  Plethora";  Ponfick,  "Virchow's  Arch. ,  Bd.  62  ;  Tschirjew, 
Arbeiten  aus  der  Physiol.  Anstalt  zu  Leipzig,  1874,  S.  392;  Forster,  Zeitschr.  f.  Biologie, 
Bd.  11 ;  Panum,  "Virchow's  Arch.,  Bd.  29. 

'^  ROden,  see  Maly's  Jahresber.,  Bd.  17  ;  Hahn,  Berlin,  kliu.  Wochenschr.,  1897,  No. 
33  ;  Camys  and  Gley,  Arch,  de  Physiol.  (5),  Tome  9. 
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is  more  active  than  when  at  rest,  and  the  increased  metabolism  is  connected 
with  a  more  abnndant  flow  of  blood.  Although  the  total  quantity  of  blood 
in  the  body  remains  constant,  the  distribution  of  the  blood  in  the  various 
organs  may  be  different  at  different' times.  As  a  rule,  the  quantity  of  blood 
in  an  organ  can  be  an  approximate  measure  of  the  more  or  less  active 
metabolism  going  on  in  the  same,  and  from  this  point  of  view  the  distribu- 
tion of  the  blood  in  the  different  organs  and  groups  of  organs  is  of  interest. 
According  to  Eanke,'  to  whom  we  are  especially  indebted  for  our  knowl- 
edge of  the  relationship  of  the  activity  of  the  organs  to  the  quantity  of 
blood  contained  therein,  of  the  total  quantity  of  blood  (in  the  rabbit)  about 
one  fourth  comes  to  the  muscles  in  rest,  one  fourth  to  the  heart  and  the  large 
blood-vessels,  one  fourth  to  the  liver,  and  one  fourth  to  the  other  organs. 

'  Die  Blutvertheilung  und  der  Thatigkeitswechsel  der  Organe.     Leipzig,  1871. 


CHAPTEK  VII. 
CHYLE,   LYMPH,    TRANSUDATIONS  AND  EXUDATIONS. 

I.  Chyle  and  Liymph. 

The  lymph  is  the  mediator  in  the  exchange  of  constituents  between  the 
blood  and  tissues.  The  bodies  necessary  for  the  nutrition  of  the  tissues 
pass  from  the  blood  into  the  lymph,  and  the  tissues  deliver  water,  salts,  and 
products  of  metabolism  to  the  lymph.  The  lymph  therefore  originates 
partly  from  the  blood  and  partly  from  the  tissues.  Prom  a  purely  theoreti- 
cal standpoint  we  can,  according  to  Heidenhain,  differentiate  between 
blood-lymph  and  tissue-lymph  according  to  origin.  It  is  impossible  at  the 
present  time  to  completely  separate  what  one  or  the  other  source  supplies. 
Chemically  the  lymph  is  the  same  as  plasma  and  contains,  at  least  to  a  great 
extent,  the  same  bodies.  The  observation  of  Asher  and  Bakbeka,'  that 
the  lymph  contains  poisonous  metabolic  products,  does  not  contradict  such 
an  assumption,  as  no  doubt  these  products  are  transferred  to  the  blood  with 
the  lymph.  Although  the  blood  does  not  show  the  same  poisonous  action 
as  the  lymph,  still  this  can  be  explained  by  the  great  dilution  these  bodies 
undergo  in  the  blood,  and  the  difference  between  blood-plasma  and  lymph  is 
no  doubt  of  a  quantitative  nature.  This  difference  consists  chiefly  in  that 
the  lymph  is  poorer  in  proteids.  No  .essential  chemical  difference  has  been 
found  between  the  lymph  and  the  chyle  of  starving  animals.  After  fatty 
food  the  chyle  differs  from  the  lymph  in  its  wealth  of  minutely  divided  fat- 
globules,  which  give  it  a  milky  appearance;  hence  the  old  name  "lacteal 
fluid." 

Chyle  and  lymph,  like  the  plasma,  contain  seralbumin,  serglohulin, 
Jibrinogen,  and  fibrin-ferment.  The  two  last-mentioned  bodies  occur  only 
in  very  small  amounts ;  therefore  the  chyle  and  lymph  coagulate  slowly  (but 
spontaneously)  and  yield  but  little  fibrin.  Like  other  liquids  poor  in  fibrin- 
ferment,  chyle  and  lymph  do  not  at  once  coagulate  completely,  but  repeated 
coagulations  take  place. 

The  extractive  bodies  seem  to  be  the  same  as  in  plasma.  Sugar  is 
found  in  about  the  same  quantity  as  in  the  blood-serum,  but  in  larger 
quantities  than  in  the  blood;  this  depends  on  the  fact  that  the  bloods 

'  Zeitschr.  f.  Biologie,  Bd.  36. 
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corpuscles  contain  no  sugar.  The  glycogen  detected  by  Dastee  '  in  the 
lymph  occars  only  in  the  leucocytes.  According  to  EoHMAiiTK  and  Bial 
lymph  contains  a  diastatic  enzyme  similar  to  that  in  blood-plasma,  and 
Lepine  ''  has  found  that  the  chyle  of  a  digesting  dog  has  great  glycolytic 
activity.  The  amount  of  urea  has  been  determined  by  Wuetz  '  as 
0.12-0.38  p.  m.     The  mineral  todies  appear  to  be  the  same  as  in  plasma. 

As  form-elements  leucocytes  and  red  llood-corpuscles  are  common  to  both 
chyle  and  lymph.  Chyle  in  fasting  animals  has  the  appearance  of  lymph. 
After  fatty  food  it  is,  on  the  contrary,  milky,  due  partly  to  small  fat- 
globules,  as  in  milk,  and  partly,  to  greatest  extent,  to  finely  divided  fat. 
The  nature  of  the  fat  occurring  in  chyle  is  due  to  the  variety  existing  in 
the  food.  The  disproportionately  greater  part  consists  of  neutral  fat,  and 
even  after  feeding  with  large  nuantities  of  free  fatty  acids  Munk  *  found 
that  the  chyle  contained  chiefly  neutral  fat  with  only  small  amounts  of  fattj 
acids  or  soaps. 

The  gases  of  the  chyle  have  not  been  studied,  and  it  seems  that  the 
gases  of  an  entirely  normal  human  lymph  have  not  thus  far  been  investi- 
gated. The  gases  fro^m  dog-lymph  contain  only  traces  of  oxygen  and 
consist  of  37.4-53.1^  CO,  and  1.6^N  calculated  at  0°  C.  and  760  mm. 
mercury.  The  chief  mass  of  the  carbon  dioxide  of  the  lymph  seems  to  be 
firmly  chemically  combined.  Comparative  analyses  of  blood  and  lymph 
have  shown  that  the  lymph  contains  more  carbon  dioxide  than  arterial,  but 
less  than  venous,  blood.  The  tension  of  the  carbon  dioxide  of  lymph  is, 
according  to  Pplugek  and  Steassbueg,  '  smaller  than  in  venous,  but  greater 
than  in  arterial,  blood. 

The  quantitative  composition  of  the  chyle  must  naturally  be  very  variable. 
The  analyses  thus  far  made  refer  only  to  that  .mixture  of  chyle  and  lymph 
which,  is  obtained  from  the  thoracic  duct.  The  specific  gravity  varies, 
between  1.007  and  1.043.  As  example  of  the  composition  of  human  chyle 
we  will  here  give  two  analyses.  The  first  is  by  Owen-Eees,  of  the  chyle 
of  an  executed  person,  and  the  second  by  Hoppb-Seylee,'  of  the  chyle  in 
a  case  of  rupture  of  the  thoracic  duct.  In  the  latter  case  the  fibrin  had 
previously  separated.     The  results  are  in  1000  parts. 

'  Compt.  rend,  de  Soc.  biol.,  Tome  17,  and  Compt.  rend.,  130;  Arch  de  Physiol.  (5/),  7. 

"EOhmanit  and  Bial,  Pfltiger's  Arch.,  Bdd.  52,  53,  and  55;  Leplne,  Compt.  rend.. 
Tome  110. 

'  Compt.  rend.,  Tome  49. 

■•  Virchow's  Arch.,  Bdd.  80  and  133. 

«  Hammarsten,  "Die  Gase  der  Hundelymphe, "  Arbeiten  aus  d.  physiol.  Anstalt  zu 
Leipzig,  1871  ;  Strassburg,  PflUger's  Arch.,  Bd.  6. 

«  Qwen-Rees,  cited  from  Hoppe-Seyler's  Physiol.  Chem.,  S.  595  ;  Hoppe-Seyler, 
ibid.,  S.  597. 
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No.  1.  No.  3. 

Water 904.8  940.72  water 

Solids 95.3  59.28  solids 

Fibrin traces 

Albumin 70.8  36.67  albumin 

Fat 9.3  7.23fat 

3.85  soaps 
rO.SS  lecithin 

Bemainingorganicbodies  10.8               kls  al'dbrxUactlves 

,  l_0.58  water  extractives 

£!„,,„  II  ( 6.80  soluble  salts 

"""■^ *■*  10.35  insoluble  salts 

The  quantity  of  fat  is  very  variable  and  may  be  considerably  increased, 
by  partaking  food  rich  in  fats.  I.  Munk  and  A.  Eosenstbin  '  have  inves- 
tigated the  lymph  or  chyle  obtained  from  a  lymph  fistnla  at  the  end  of  the 
upper  third  of  the  leg  of  a  girl  18  years  old  and  weighing  60  kg.,  and  the 
highest  quantity  of  fat  in  the  chylous  lymph  was  47  p.  m.  after  partaking 
of  fat.  In  the  starvation  lymph  from  the  same  patient  they  found  only 
0.6-2.6  p.  m.  fat.  The  quantity  of  soaps  was  always  small,  and  on  partak- 
ing of  41  gm.  fat  the  quantity  of  soaps  was  only  about  -^  of  the  neutral 
fats. 

A  great  many  analyses  of  chyle  from  animals  have  been  made,  and  they 
chiefly  show  the  fact  that  the  chyle  is  a  liquid  with  a  very  changeable  com- 
position which  stands  closely  related  to  blood-plasma,  bat  with  the  chief 
difference  that  it  contains  more  fat  and  l6ss  solids.  The  reader  is  referred 
to  special  works  for  these  analyses,  as,  for  example,  to  v.  Goeup-Besanbz's 
"  Lehrbuch  der  physiologischen  Chemie,"  4th  edition. 

The  composition  of  the  lymph  is  also  very  changeable,  and  its  specific 
gravity  shows  about  the  same  variation  as  the  chyle.  In  the  following 
analyses,  1  and  2,  made  by  Gubler  and  Quevennb,  are  the  resulta 
obtained  from  lymph  from  the  upper  part  of  the  thigh  of  a  woman  aged  39; 
and  3,  made  by  v.  Scherbe,  is  an  analysis  of  lymph  from  the  sac-like 
dilated  lymphatic  vessels  of  the  spermatic  cord.  No.  4  was  made  by 
C.  Schmidt,'  the  data  being  obtained  from  lymph  from  the  neck  of  a  colt. 
The  results  are  in  parts  per  1000. 

13               3  4 

Water 939.9  934.8  957.6  955.4 

Solids 60.1  65.2  43.4  44.6 

Fibrin 0.5  0.6              0.4  3.3 

Albumin 43.7  43.8  34.7) 

Fat,  cholesterin,  lecithin 3.8  9.3  V  85.0 

Extractive  bodies 5.7  4.4  ) 

Salts 7.3  8.2              7.3  7.5 

>  Virchow's  Arch.,  Bd.  123. 

'  Gubler  and  Quevenne,  cited  from  Hoppe-Seyler's  Physiol.  Chem.,  S.  591 ;  Scheiet 
iMd.,  S.  691 ;  C.  Schmidt,  Md.,  8.  593. 
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The  salts  found  by  C.  Schmidt  in  the  lymph  of  the  horse  has  the 

following  composition,  calculated  in  parts  per  1000  parts  of  the  lymph : 

Sodium  chloride 5.67 

Soda 1.37 

Potash 0.16 

Sulphuric  acid 0.09 

Phosphoric  acid  united  with  alkalies 0.03 

Earthy  phosphates 0.36 

In  the  cases  investigated  by  Mtjkk  and  Eosbkstein"  the  quantity  of 
solids  in  the  fasting  condition  varied  between  35.7  and  57.3  p.  m.  This 
variation  was  essentially  dependent  upon  the  extent  of  secretion,  so  that  the 
low  amount  coincides  with  a  more  active  secretion,  and  the  reverse  in  the 
other  case.  The  chief  portion  of  the  solids  consisted  of  proteids,  and  the 
relationship  between  globulin  and  albumin  was  as  1  :  2.4  to  4.  The  mineral 
bodies  in  1000  parts  lymph  (chylous)  was:  NaCl  5.83;  ]Sra,CO,  2.17; 
K,HPO,  0.28;  Ca,(PO,),  0.28;  Mg,{POJ,  0.09;  and  Fe(PO,)  0.025. 

Under  special  conditions  the  lymph  may  be  so  rich  in  finely  divided  fat 
"that  it  appears  like  chyle.  Such  lymph  has  been  investigated  by  Hensbn 
in. a  case  of  lymph  fistula  in  a  ten-year-old  boy,  and  by  Laitg  '  in  a  case  of 
lymph  fistula  in  the  left  upper  part  of  the  thigh  of  a  girl  of  seventeen. 
T?he  lymph  investigated  by  HENSEif  varied  in  the  quantity  of  fat,  as  an 
average  of  nineteen  analyses,  between  2.8  and  36.9  p.  m.,  while  that  inves- 
tigated by  Lang  contained  24.8  p.  m.  of  fat. 

The  quantity  of  lymph  secreted  must  naturally  change  considerably, 
under  various  conditions,  and  we  have  no  means  of  measuring  it.  The 
greatness  of  the  flow  of  lymph  is,  as  Heidbnhain'  "  suggests,  no  measure 
of  the  abundance  of  supply  of  nutribive  material  to  the  organs,  and  the 
lymph- tubes  act  according  to  him  as  "  drain- tubes,"  removing  the  excess 
of  fluid  from  the  lymph-fissures  as  soon  as  the  pressure  therein  rises  to  a 
certain  height.  Attempts  have  been  made  to  determine  the  quantity  of 
lymph  flowing  in  24  hours  in  the  thoracic  duct  of  animals.  According  to 
'Heidekhain  the  quantity  averages  640  c.c.  for  a  dog  weighing  10  kilos. 

Determinations  of  the  quantity  of  lymph  in  man  have  also  been 
attempted.  Noel-Paton'  obtained  1  c.c.  lymph  per  minute  from  the 
severed  thoracic  duct  of  a  patient  weighing  60  kilos.  The  quantity  in  the 
24  hours  cannot  be  calculated  from  this  amount.  In  the  case  of  Mukk  and 
Eosbnstein,  1134-1372  gm.  chyle  was  collected  in  12-13  hours  after 
partaking  of  food.  In  the  fasting  condition  or  after  starving  for  18  hours 
they  found  50  to  70  gm.  per  hour,  sometimes  120  gm.  and  above,  especially 
in  the  first  few  hours  after  powerful  muscular  exercise. 

Several  circumstances  have  a  jnarked  influence  on  the  extent  of  lymph 

'  Hensen,  Pflilger's  Arch.,  Bd.  10  ;  Lang,  see  Maly's  Jahresber.,  Bd.  4. 
»  PMger's  Arch.,  Bd.  49. 
3  Journ.  of  Physiol.,  Yol.  11. 
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secretion.  During  starvation  less  lymph  is  secreted  than  after  partaking 
of  food.  Nasse'  has  observed  in  dogs  that  the  formation  of  lymph  is 
increased  36^  more  after  feeding  with  meat  than  after  feeding  with 
potatoes,  and  about  54^  more  than  after  24  hours'  deprivation  of  food. 

An  increase  in  the  total  blood -pressure,  as  by  transfusion  of  blood,  also 
especially  on  preventing  the  flow  of  blood  by  means  of  ligatures,  canses  an 
increase  in  the  quantity  of  lymph.  According  to  Hbidenhain,  on  the 
contrary,  a  very  considerable  change  in  the  pressure  in  the  aorta  causes  only 
a  little  change  in  the  abundance  of  the  lymph-flow.  The  quantity  of  lymph 
may  be  raised  by  powerful  active  and  passive  movements  of  the  limbs 
{Lessee).  Under  the  action  of  cnrara  an  increase  of  the  lymph-secretion 
is  observed  (Paschutin,  Lessee'),  and  the  quantity  of  solids  in  the  lymph 
is  also  increased. 

In  the  past  the  formation  of  lymph  was  explained  in  a  purely  physical 
way  by  the  united  action  of  filtration  from  the  blood  and  the  osmosis 
between  the  blood  and  tissue  fluid.  Later  Heidenhain  and  Hambukgee  ' 
ascribe  a  special  activity  to  the  capillary  endothelium  in  that  they  take 
part  in  the  formation  of  lymph  in  a  secretory  manner. 

According  to  Heidenhaik  there  are  two  different  means  of  inciting 
lymph-flow.     They  are   called  lymphagogues.     The   lymphagogues  of   the 
jBrst  series — extracts  of  crab-muscles,  blood-leech,  anodft^.  liver  and  intes-  •> 
tine  of  dogs,  as  well  as  peptone  and  egg  albumin — cause V,n  increased  secre-    ' 
tion   of  lymph  without  raising  the   blood-pressure,  and  in   this  way  the 
blood-plasma  becomes  poorer  in  proteids  and  the  lymph  richer  than  before. 
Por  the  formation  of  this  lymph,  which  HEiDEisrHAiiiT  designates  blood- 
lymph,  we  must  admit  with  him  of  a  special  secretory  activity  of  the 
•capillary-wall  endothelium.     According  to  Staeling,  on  the  contrary,  the 
constitution  of  the  lymph  is  dependent,  in  these  cases,  upon  an  increased 
formation  under  the  influence  of  these  bodies  of  liver-lymph,  which  is  very 
rich  in  solids.     The  above-mentioned  lymphagogues,  according  to  him,  do  ' 
not  excite  the  endothelium  cells  to  secretion,  but  act  more  likely  as  a  toxic 
irritant,  which  increases  the  permeability  of  the  vascular  wall. 

The  lymphagogues  of  the  second  series,  such  as  sugar,  nrea,  sodium 
chloride,  and  other  salts,  also  cause  an  abundant  lymph-formation.  The 
blood,  as  well  as  the  lymph,  thereby  becomes  richer  in  water.  This  increased 
amount  of  water  depends,  according  to  Heidekhain,  upon  an  increased 
delivery  of  water  by  the  tissue-elements,  and  this  lymph  is  chiefly  tissue- 

'  Cited  from  Hoppe-Seyler,  Physiol.  Chem.,  S.  593. 

'  Lesser,  Arbeiten  aus  der  physiol.  Anstalt  zu  Leipzig,  Jahrgang  6  ;  Paschutin, 
ilnd.,  7. 

'  Heidenhain,  1.  c. ;  Hamburger,  Zeitschr.  f.  Biologie,  Bdd.  27  and  30.  See  especially 
Ziegler's  Beitr.  ziir  path.  u.  zur  allg.  Pathol.,  Bd.  14,  S.  448 ;  also  Du  Bois-Reymond's 
Arch.,  1895  and  1897. 
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lymph,  according  to  him.  Diffusion  is  no  doubt  of  great  importance  in 
the  formation  of  this  lymph,  bat  the  secretory  activity  of  the  endothelium 
is  also  of  importance  at  least  for  certain  bodies,  such  as  sugar. 

Several  investigators,  among  whom  Stabling  and  Cohnstbin'  must 
be  specially  mentioned,  contest  the  secretion  theory  and  advocate  the 
older  view.  This  question  is  still  disputed,  but  nevertheless  experience 
shows  that  the  physical  forces,  filtration  and  osmosis,  are  not  alone  sufficient 
to  explain  the  formation  of  lymph. 

II.  Transudations  and  Exudations. 

The  serous  membranes  are  normally  kept  moistened  by  liquids  whose 
quantity  is  only  sufficient  in  a  few  instances,  as  in  the  pericardial  cavity 
and  the  subarachnoidal  space,  for  a  complete  chemical  analysis  to  be  made 
of  them.  Under  diseased  conditions  an  abundant  transudation  may  take 
place  from  the  blood  into  the  serous  cavities,  into  the  subcutaneous  tissues^ 
or  under  the  epidermis;  and  in  this  way  pathological  transudations  are 
formed.  Such  true  transudations,  which  are  similar  to  lymph,  are 
generally  poor  in  form-elements  and  leucocytes,  and  yield  only  very  little 
or  almost  no  fibrin,  while  the  inflammatory  transudations,  the  so-called 
exudations,  are  generally  rich  in  leucocytes  and  yield  proportionally  more 
fibrin.  As  a  ruls^the  richer  a  transudation  is  in  leucocytes  the  closer  it 
stands  to  pus,  while  when  if  has  a  diminished  quantity  of  leucocytes  it  ia 
more  nearly  like  real  trans  adations  or  lymph. 

It  is  ordinarily  accepted  that  filtration  is  of  the  greatest  importance  in 
the  formation  of  transudations  and  exudations.  The  facts  coincide  with 
this  view,  namely,  that  all  these  fluids  contain  the  salts  and  extractive 
bodies  occurring  in  the  blood-plasma  in  about  the  same  quantity  as  the 
blood-plasma,  while  the  amount  of  proteids  is  habitually  smaller.  While 
the  different  fluids  belonging  to  this  group  have  about  the  same  quantities 
of  salts  and  extractive  bodies,  they  differ  from  each  other  chiefly  in  contain- 
ing differing  quantities  of  proteid  and  form-elements,  as  well  as  varying^ 
quantities  of  transformation  and  decomposition  products  of  these  latter- 
changed  blood-coloring  matters,  cholesterin,  etc. ,  etc. 

It  must  be  apparent  that  the  circulation  and  pressure  conditions  have 
an  essential  influence  on  the  quantity  and  composition  of  the  transudations, 
but  their  action  has  been  little  studied;  one  thing,  however,  is  certain, 
and  that  is  that  the  condition,  as  long  as  the  vascular  wall  is  healthy,  is 
different  from  when  the  capillary  wall  is  changed. 

'  See  Starling,  Journ.  of  Physiol.,  Vols.  16,  17,  18,  and  19;  Cohnstein,  Virchow's 
Ai-ch.,  Bd.  135,  and  Pfliiger's  Arch.,  Bdd.  59,  60,  62,  and  63.  See  also  Leathes,  Journal 
of  Physiol.,  Vols.  18  and  19  ;  Orlow,  Pfluger" s  Arch.,  Bd.  59  ;  Lazarus-Barlow,  Journal 
of  Physiol.,  Vol.  19  ;  Asher  and  Barbera,  Zeltschr.  f.  Biologie,  Bd.  86. 
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The  changed  permeability  of  the  capillary  walls  in  disease,  as  snggested 
by  CoHKHEiM,"  is  a  second  important  factor  in  the  formation  of  transu- 
dations. The  circumstance  that  the  greatest  quantity  of  proteid  occurs 
in  transudations  in  inflammatory  processes,  to  which  is  also  due  the 
abundant  quantity  of  form-elements  in  such  transudations,  has  been 
explained  by  this  hypothesis.  The  greater  quantity  of  proteid  in  the 
transudations  in  formative  irritation  is  in  great  part  explained  by  the  large 
amount  of  destroyed  form-elements.  The  interesting  observation  made  by 
Paijkull,"  that  in  such  cases  in  which  an  inflammatory  irritation  has 
taken  place  the  fluid  contains  nucleoalbumin  (or  nuoleoproteids?),  while 
these  substances  do  not  occur  in  transudations  in  the  absence  of  inflamma- 
tory processes,  can  be  explained  by  the  presence  of  form-elements. 

As  the  secretory  importance  of  the  capillary  endothelium  has  been  made 
probable  by  the  investigations  of  Heidbnhaik  and  Hambuegee,  it  is 
a  priori  to  be  expected  that  an  abnormally  increased  secretory  activity  of  the 
endothelium  is  a  third  cause  of  transudations.  Certain  observations  of 
Hambuegee  in  a  case  of  dropsy,'  in  which  the  transudation  was  probably 
produced  by  the  lymph-exciting  action  of  a  metabolic  product  formed  by  a 
bacterium,  speak  for  the  correctness  of  this  assumption.  Hambuegee 
therefore  considers  the  irritation  of  the  endothelium  of  the  capillaries  by 
means  of  a  special  substance  exciting  lymph-flow  and  formed  in  disease  as 
a  third  cause  of  the  transudations.  The  question  whether  this  substance 
acts  in  a  secretory  manner  in  Heideithain's  sense  or  increases  the  per- 
meability in  Staeling's  sense  must  be  proved. 

The  varying  quantities  of  proteid  observed  by  C.  Schmidt'  in  the 
tissue-fluids  in  different  vascular  regions  can  perhaps  be  explained  by  the 
different  condition  of  the  capillary  endothelinm.  Eor  example,  the  amount 
of  proteid  in  the  peeicaedial,  pleueal,  and  PEEiTOifEAL  fluids  is  con- 
siderably greater  than  in  those  fluids  which  are  found  in  the  sub-aeach- 
NOiDAL  space,  in  the  subcutaneous  tissues,  or  in  the  aqueous  humoe, 
which  are  poor  in  proteid.  The  condition  of  the  blood  also  greatly  affects 
the  transudations,  for  in  hydrsemia  the  amount  of  proteid  in  the  transuda- 
tion is  very  small.  With  the  increase  of  the  age  of  a  transudation,  of  a 
hydrocele  fluid  for  instance,  the  quantity  of  proteid  is  increased,  probably 
by  resorption  of  water,  and  indeed  exceptional  cases  may  occur  in  which 
the  amount  of  proteid,  without  any  previous  hemorrhage,  is  even  greater 
than  in  the  blood- serum. 

The  proteids  of  transudations  are  chiefly  seralbumin,  serglobulin,  and  a 
little  fibrinogen.     Albumoses  and  peptones  do  not  occur,  with  perhaps  the 

>  Colinheim,  Vorlesungen  liber  allg.  Path.,  2.  Aufl.,  Part  1. 

«  Upsala  Lakaref8.  FOrhandl.,  Bd.  37,  and  Maly's  Jahresber.,  Bd.  33. 

'  See  Segler's  Beitrage,  Bd.  14. 

■•  Cit.  from  Hoppe-Seyler's  Physiol.  Chem.,  p.  607. 
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cerebrospinal  liaid  as  exception.  The  non-inflammatory  transudations  do 
not  as  a  rule  coagalate  spontaneously,  or  very  slowly.  On  the  addition  of 
blood  or  blood-serum  they  coagalate.  Inflammatory  exudations  coagalate 
spontaneously.  Paijkull  has  shown  that  these  often  contain  nucleo- 
albumin.  Mucoid  substances,  which  were  first  observed  by  HAMMARSTEiir 
in  a  few  cases  of  ascites,  without  complication  with  ovarial  tumors,  seem,, 
according  to  Paijkull,  to  be  regular  constituents  of  transudations.  The 
relationship  between  globulin  and  seralbumin  varies  very  much  in  different 
cases,  but,  as  Hoffmastn  and  Pigbaud  '  have  shown,  the  variation  is  in 
each  case  the  same  as  the  blood-serum  of  the  individual. 

The  specific  gravity  runs  rather  parallel  with  the  quantity  of  proteid.. 
The  varying  specific  gravity  has  been  suggested  as  a  means  of  differentiation, 
between  transudations  and  exudations  by  Eeuss,"  as  the  first  often  show  a 
specific  gravity  below  1015-1010,  while  the  others  have  a  specific  gravity 
of  1018  or  above.     This  rale  holds  good  in  many  but  not  in  all  cases. 

The  gases  of  the  transudations  consist  of  carbon  dioxide  besides  small 
amounts  of  nitrogen  and  traces  of  oxygen.  The  tension  of  the  carbon 
dioxide  is  greater  in  the  transudations  than  in  the  blood.  When  mixed 
with  pus  the  amount  of  carbon  dioxide  is  decreased. 

The  extractives  are,  as  above  stated,  the  same  as  in  the  blood- plasma; 
but  sometimes  extractive  bodies  occur,  such  as  allantoin  in  dropsical  fluida; 
(MoscATELLi'),  which  have  not  been  detected  in  the  blood.  DVea  seems 
to  occur  in  very  variable  amounts.  Sugar  also  occurs  in  transudations,  bat 
we  do  not  know  to  what  extent  the  reducing  power  is  due,  as  in  blood' 
serum,  to  other  bodies.  A  reducing,  non-fermentable  substance  has  been, 
found  by  Pickaedt  in  transudations.  The  sugar  is  generally  glucose, 
according  to  Pickaedt,*  but  levulose  seems  to  occur  in  several  cases 
Sarcolactic  acid  has  been  found  by  0.  Kulz  "  in  the  pericardial  fiuid  from 
oxen.  Succinic  acid  has  been  found  in  a  few  cases  in  hydrocele  fluids, 
while  in  other  cases  it  is  entirely  absent.  Leucin  and  tyrosin  have  been 
found  in  transudations  from  diseased  livers  and  in  pus-like  transudations 
which  have  undergone  decomposition.  Among  other  extractives  found  in 
transudations  we  must  mention  uric  acid,  xanthin  creatin,  inosit,  and 
pyrocatecJiin  (?). 

As  above  stated,  irrespective  of  the  varying  number  of  form-elements 

'  Paijkull,  1.  c. ;  Hammavsten,  Zeitschr.  f.  physiol.  Cbem. ,  Bd.  15;  Hoflmann,  Arch, 
f.  exp.  Path.  u.  Pbarm.,  Bd.  16  ;  Pigeaud,  see  Maly's  Jahresber.,  Bd.  16. 

'  Keuss,  Deutsch.  Arch.  f.  klin.  Med.,  Bd.  28;  see  also  Otto,  Zeitschr.  f.  Heilkunde, 
Bd.  17. 

«  Zeitschr.  f.  physiol.  Chem.,  Bd.  13. 

*  Berl.  klin.  Wochenschr.,  1897.     See  also  Bolmann,  Milnch.  med.  Wochenschr. 
1898. 

'  Zeitsch.  f.  Biologie,  Bd.  33. 
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contained  in  the  different  transudations,  the  quantity  of  proteid  is  the  most 
characteristic  chemical  distinction  in  the  composition  of  the  various  trans- 
udations; therefore  a  quantitative  analysis  is  only  of  importance  in  so  far 
as  it  considers  the  quantity  of  proteid.  On  this  account,  in  the  following 
quantitative  composition,  chief  stress  will  he  put  on  the  quantity  of  proteid. 
Pericardial  Fluid.  The  quantity  of  this  fluid  is  also,  under  certain 
physiological  conditions,  so  large  that  a  sufficient  quantity  for  chemical 
investigation  was  obtained  from  a  person  who  had  been  executed.  This 
fluid  is  lemon-yellow  in  color,  somewhat  sticky,  and  yieJds  more  fibrin  than 
other  transudations.  .The  amount  of  solids,  according  te  the  analyses  per- 
formed by  V.  Goeuf-Besanez,  Wachsmuth,  and  Hoppe-Setlee,'  ia 
37.5-44.9  p.  m.,  and  the  amount  of  proteid  is  32.8-24.7  p.m.  The  analysis 
made  by  the  authoe  of  a  fresh  pericardial  fluid  from  a  young  man  who 
had  been  executed  yielded  the  following  results,  calculated  in  1000  parts  by 
weight: 

"Water    960.85 

Solids 39.15 

I  Fibrin 0.31 

Proteids 28.60-^  Globulin 5.95 

(  Albumin  ....  23.34 

Solublesalts 8.60  JNaCl 7.28 

Insoluble  salts 0.15 

Extractive  bodies 2.00 

Feiekd  ^  has  found  nearly  the  same  composition  for  a  pericardial  fluid 
from  a  horse,  with  the  exception  that  this  liquid  was  relatively  richer  in 
globulin.  The  ordinary  statement  that  pericardial  fluids  are  richer  in 
fibrinogen  than  other  transudations  is  hardly  based  on  sufficient  proof.  In 
a  case  of  chylopericardium,  which  was  probably  due  to  the  rupture  of  a 
chylus  vessel  or  caused  by  a  capillary  exudation  of  chyle  because  of 
stoppage,  Hasebroek'  found  in  1000  parts  of  the  analyzed  fluid  103.61 
parts  solids,  73.79  albuminous  bodies,  10.77  fat,  3.34  cholesterin,  1.77 
lecithin,  and  9.34  salts. 

The  pleural  fluid  occurs  under  physiological  conditions  in  such  small 
quantities  that  a  chemical  analysis  of  the  same  cannot  be  made.  Under 
pathological  conditions  this  fluid  may  show  very  variable  properties.  In 
certain  cases  it  is  nearly  serous,  in  others  again  sero-flbrinons,  and  in  others 
similar  to  pus.  There  is  a  corresponding  variation  in  the  specific  gravity 
and  the  properties  in  general.  If  a  pus-like  exudation  is  kept  closed  for  a 
long  time  in  the  pleural  cavity,  a  more  or  less  complete  maceration  and 
solution  of  the  pus-corpnscles  is  found  to  take  place.    The  ejected  yellowish- 

'  v.  Gorup-Besanez,   Lehrbuch  d.  ph3'siol.  Chem.,  4.  Aufl.,  S.  401  ;  'Waclismuth, 
Virchow's  Arch.,  Bd.  7  ;  Hoppe-Seyler,  Pbysiol.  Chem.,  S.  605. 

»  HallibuitoD,  Text-book  of  Chem.  Physiol.,  etc.    London,  1891.     P.  347. 
» Zeitschr.  f .  physiol.  Chem..  Bd.  12. 


192  CHTLE,  LTMFH,  TUANSUDATIONS  AND  EXUDATIONS. 

browa  or  greenish  fluid  may  then  be  as  rich  in  solids  as  the  blood-sernm ; 
and  an  abundant  floccnlent  precipitate  of  a '  nucleoalbumin  (the  pyin  of 
early  writers)  may  be  obtained  on  the  addition  of  acetic  acid.  This  precipi- 
tate is  soluble  with  difficulty  in  an  excess  of  acetic  acid. 

Numerous  analyses,  by  many  investigators,'  of  the  quantitative  composi- 
tion of  pleural  fluids  under  pathological  conditions  are  at  hand.  From 
these  analyses  we  learn  that  in  hydrothorax  the  specific  gravity  is  lower  and 
the  quantity  of  proteid  less  than  in  pleuritis.  In  the  first  case  the  specific 
gravity  is  generally  less  than  1015,  and  the  quantity  of  proteid  10-30 
p.  m.  In  acute  pleuritis  the  specific  gravity  is  generally  higher  than  1030, 
and  the  quantity  of  proteid  30-65  p.  m.  The  quantity  of  fibrinogen, 
which  in  hydrothorax  is  about  0.1  p.m.,  may  amount  to  more  than  1  p.  m. 
in  pleuritis.  Iq  pleurisy  with  an  abandant  gathering  of  pus  the  specific 
gravity  may  rise  even  to  1030,  according  to  the  observations  of  the  author. 
The  quantity  of  solids  is  often  60-70  p.  m.,  and  may  be  even  more  than 
90-100  p.  m.  (author).  Mucoid  substances  have  also  been  detected  in 
pleural  fiuids  by  Paijkull.  Cases  of  chylous  pleurisy  are  also  known;  in 
such  a  case  Mehu"  found  17.93  p.  m.  fat  and  cholesterin  in  the  fluid. 

The  quantity  of  peritoneal  fluid  is  very  small  under  physiological  condi- 
tions. The  investigations  refer  only  to  the  fluid  under  diseased  conditions 
{dropsical  or  ascitic  fluid).  The  color,  transparency,  and  consistency  of 
these  may  vary  greatly. 

In  cachectic  conditions  or  a  hydrsemic  condition  of  the  blood  the  fluid 
has  little  color,  is  milky,  opalescent,  watery,  does  not  coagulate  spon- 
taneously, has  a  very  low  specific  gravity,  1005-1010-1015,  and  is  nearly 
free  from  form-elements.  The  ascitic  fluid  in  portal  stagnation,  or 
generally  in  venous  stagnation,  has  a  low  specific  gravity  and  ordinarily  less 
than  20  p.  m.  proteid,  although  in  certain  cases  the  quantity  of  proteid 
may  rise  to  35  p.  m.  In  carcinomatous  peritonitis  it  may  have  a  cloudy, 
di^ty-gray  appearance,  due  to  its  richness  in  form-elements  of  various  kinds. 
The  specific  gravity  is  then  higher,  the  quantity  of  solids  greater,  and  it 
often  coagulates  spontaneously.  In  inflammatory  processes  it  is  straw-  or 
lemon-yellow  in  color,  somewhat  cloudy  or  reddish,  due  to  leucocytes  and 
red  blood-corpuscles,  and  from  great 'richness  in  leucocytes  it  may  apppear 
more  like  pus.  It  coagulates  spontaneously  and  may  be  relatively  richer  in 
solids.  It  contains  regularly  30  p.  m.  or  more  proteid  (although  exceptions 
with  less  proteid  occur),  and  may  have  a  specific  gravity  of  1.030  or  above. 
By  rupture  of  a  chylous  vessel  the  dropsical  fluid  may  be  rich  in  very  finely 
emulsified  fat  (chylous  ascites).     In  such  cases  3.86-10.30  p.  m.  fat  has 

'  See  the  works  of  Mehu,  Euneberg,  F.  HofEmann,  Reuss,  Neuenkirchen,  all  of 
which  are  cited  in  Bernheim's  paper  in  Virchow's  Arch.,  Bd.  131,  S.  274.  See  also 
Paijkull,  1.  c,  and  Halliburton's  Text-book,  p.  346. 

»  Arch.  gen.  de  med.,  1886,  Tome  2,  cited  from  Maly's  Jahresber.,  Bd.  16. 
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been  found  in  the  dropsical  fluid  (Guinochet,  Hat'),  and  even  17-43 
p.  m.  has  been  found  by  Minkowski.  By  admixture  of  this  fluid  with 
the  fluid  from  an  ovarian  cyst  it  may  sometimes  contain  pseudomucin  (see 
Chapter  XIII).  We  also  have  cases  in  which  the  ascitical  fluid  contains 
mucoids  which  may  be  precipitated  by  alcohol  after  removal  of  the  proteids 
by  coaguktion  at  boiling  temperature.  Such  substances,  which  yield  a 
reducing  substance  on  boiling  with  acids,  have  been  found  by  the  authoe  in 
tuberculous  peritonitis  and  in  cirrhosis  hepatis  syphilitica  in  men.  Accord- 
ing to  the  investigations  of  Paijkull  =  these  substances  seem  to  occur  often 
and  perhaps  habitually  in  the  ascitic  fluids. 

As  the  quantity  of  proteid  in  ascitic  fluids  is  dependent  upon  the  same 
circumstances  as  in  other  transudations  and  exudations,  it  is  sufficient  to 
give  the  following  example  of  the  composition,  taken  from  Been-heim's  ' 
treatise.     The  results  are  expressed  in  1000  parts  of  the  fluid: 

Max.  Min.  Mean. 

Cirrhosis  of  the  liver 34.5  5.6  9.69  —  2106 

Bright's  disease 16.11  10.10  5.6    —10.36 

Tuberculous  and  idiopathic  peritonitis 55.8  18.72  30.7    —37.95 

Carcinomatous  peritonitis 54.20  37.00  35.1    —58.96 

Urea  has  also  been  found  in  ascitical  fluids,  sometimes  only  as  traces,  sometimes  in 
larger  quantities  (4  p.  m.  in  albuminuria),  also  urie  acid,  allantom  in  cirrhosis  of  the 
liver  (MoscATELLi),  xanthin,  creatin,  eliolesterin,  and  sugar. 

Hydrocele  and  Spermatocele  Fluids.  These  fluids  differ  from  each  other 
in  various  ways.  The  hydrocele  fluids  are  generally  colored  light  or  darker 
jellow,  sometimes  brownish  with  a  shade  of  green.  They  have  a  relatively 
higher  specific  gravity,  1.016-1.026,  with  a  variable  but  generally  higher 
amount  of  solids,  an  average  of  60  p.  m.  They  sometimes  coagulate 
spontaneously,  sometimes  only  after  the  addition  of  fibrin-ferment  or  blood. 
They  contain  leucocytes  as  chief  form-elements.  Sometimes  they  contain 
smaller  or  larger  amounts  of  eliolesterin  crystals. 

The  spermatocele  fluids,  on  the  contrary,  are  as  a  rule  colorless,  thin, 
cloudy  like  water  mixed  with  milk.  They  sometimes  have  an  acid  reaction. 
They  have  a  lower  speciflc  gravity,  1.006-1.010,  a  lower  amount  of  solids — 
an  average  of  about  13  p.  m., — and  do  not  coagulate  either  spontaneously 
or  after  the  addition  of  blood.  They  are,  as  a  rule,  poor  in  proteid  and 
contain  spermatozoa,  cell-detritus,  &ndi  fat-globules  as  form-constituents.  To 
show  the  unequal  composition  of  these  two  kinds  of  fluids  we  will  give  the 
average  results  (calculated  in  parts  per  1000  parts  of  the  fluid)  of  17 


1  Guinochet,  see  Strauss,  Arch,  de  Physiol.,  Tome  18.  See  Maly's  Jahresber.,  Bd. 
16,  8.  475. 

«  L.  c. 

'  L.  c.  As  it  was  impossible  to  derive  mean  figures  from  those  given  by  Bernheim, 
the  author  has  given  above  the  maximum  and  minimum  of  the  averages  given  by  him. 
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analyses  of  hydrocele  fluids  and  4  of  spermatocele  fluids  made  by  Ham- 

MAESTEK.' 

Hydrocele.    Spermatocele, 

Water 938.85        986.83 

Solids 61.15  13.17 

Fibrin • 0.59  

'  Globulin 13.25  0.59 

Seralbumin 35.94  1.82 

El  her  extractive  bodies 4.02  ) 

Solublesalts 8.60^       10.76 

Insoluble  salts 0.66  ) 

In  the  hydrocele  fluid  traces  of  urea  and  a  reducing  substance  have  been  found,  and 
in  a  few  cases  also  succinic  acid  and  inosit.  A  hydrocele  fluid  may,  according  to  Devil- 
lard,'  sometimes  contain  paralbumin  or  metalbumin  (?).  Cases  of  chylous  hydrocele 
are  also  known. 

Cerebro-spinal  Fluid.  The  cerebro-spinal  fluid  is  thin,  water-clear,  of 
low  specific  gravity,  1007-1008.  The  spina  bifida  fluid  is  very  poor  in 
solids,  8-10  p.  m.,  with  only  0.19-1.6  p.  m.  proteid.  The  fluid  of  chronic 
hydrocephalus  is  somewhat  richer  in  solids  (13-19  p.  m.)  and  proteids. 
According  to  HALLiBURTOisr '  the  proteids  of  the  cerebro-spinal  fluid  is  a 
mixture  of  glohulin  and  albumoses  ;  occasionally  some  peptone  occurs,  and 
more  rarely,  in  special  cases,  seralbumin  appears.  Nawkatzki  *  has  shown 
the  presence  of  glucose  in  the  cerebro-spinal  fluid  from  the  calf  and  man, 
and  even  in  amounts  varying  between  0.46  and  0.56  p.  m.  Halliburton's 
statement  as  to  the  occurrence  of  a  substance  similar  to  pyrocatechin  has 
not  been  substantiated.  ISTaweatzki  found  988.87  p.  m.  water  and  11.13 
p.  m.  solids  in  the  cerebro-spinal  fluid  from  the  ealf.  Of  the  solids  8.13 
p.m.  was  inorganic,  0.32  p.  m.  proteid,  and  2.79  p.  m.  remaining  organic 
substances.  The  older  statement  that  the  cerebro-spinal  fluid  differs  from 
the  other  transudations  in  a  greater  wealth  of  potassium  salts  has  not  been 
confirmed  by  recent  investigations  of  Yvon,'  Halliburtok,  and  Kaw- 
EATZKi.  According  to  Oavazzani  '  the  cerebro-spinal  fiuid  is  more  alkaline 
and  richer  in  solids  in  the  morning  than  in  the  evening. 

Aqueous  Humor.  This  fluid  is  clear,  alkaline,  and  has  a  specific  gravity 
of  1.003-1.009.  The  amount  of  solids  is  on  an  average  13  p.  m.,  and  the- 
amount  of  proteids  only  0.8-1.2  p.  m.  The  proteid  consists  of  seraTbumin 
and  globulin  and  very  little  fibrinogen.  According  to  Geuenhagen  it 
contains  paralactic  acid,  another  dextrogyrate  substance,  and  a  reducing 
body  which  is  not  similar  to  glucose  or  dextrin.  Pautz  '  found  urea  and 
sugar  in  the  aqueous  humor  of  oxen. 

'  Upsala  Lakaref.  Foih.,  Bd.  14,  and  Maly's  Jahresber.,  Bd.  8,  S.  347. 

=  Bull.  soc.  chim..  Tome  49,  p.  617. 

»  Halliburton's  Text-book,  pp.  855-361. 

*  Zeitschr.  f.  physiol.  Chem.,  Bd.  28. 

'  Journ.  de  Pharm.  et  de  Chim.  (4),  Tome  36. 

«  See  Maly's  Jahresber.,  Bd.  22,  8.  346. 

''  Gruenhagen,  Pflilger's  Arch. ,  Bd.  43  ;  Pautz,  Zeitschr.  f .  Biologie,  Bd.  81. 
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Blister-fluid.  The  content  of  blisters  caused  by  burns,  and  of  vesicator 
"blisters  and  the  blisters  of  the  pemphigus  chronicus,  is  generally  a  fluid 
rich  in  solids  and  proteids  (40-65  p.  m.).  This  is  especially  true  of  the 
contents  of  Tesicatory  blisters.  In  a  burn-blister  K.  Mokstee  '  found  50.31 
p.  m.  proteids,  among  which  was  13.59  p.  m.  globulin  and  0.11  p.  m. 
fibrin.  The  fluid  contains  a  substance  which  reduces  copper  oxide  but  no 
pyrocatechin.     The  fluid  of  the  pemphigus  is  alkaline  in  reaction. 

The  fluid  of  subcutaneous  oedema.  This  is,  as  a  rule,  very  poor  in 
solids,  purely  serous,  does  nob  contain  fibrinogen,  and  has  a  specific  gravity 
of  1.005-1.013.  The  quantity  of  proteids  is  in  most  cases  lower  than  10 
p.  m., — according  to  Hoffmank  1-8  p.  m., — and  in  serious  afEections  of 
the  kidneys,  generally  with  amyloid  degeneration,  less  than  1  p.  m.  has 
been  shown  (Hoffmann').  The  oedema  fluid  also  habitually  contains 
urea,  1-2  p.  m.,  and  also  sugar. 

The  FLTjiD  OP  THE  TAPEWOKM  cyst  is  related  to  the  transudations  poor  in  proteids. 
It  is  thin  and  colorless,  and  has  a  specific  gravity  of  1.005-1.015.  The  quantity  of  solids 
is  14-20  p.  m.  The  chemical  constituents  are  sugar  (2.5  p.  m.),  inosit,  tiaces  of  urea, 
creatin,  succinic  acid,  and  salts  (8.3-9.7  p.  m.).  Proteids  are  only  found  in  traces,  ami 
then  only  after  an  inflammatory  irritation.  In  the  last-mentioned  case  7.  p.  m.  proteids 
•have  been  found  in  the  fluid. 

The  Synovial  Fluid  and  Fluid  in  Synovial  Cavities  around  Joints,  etc. 
The  synovia  is  hardly  a  transudation,  but  it  is  often  treated  as  an  appendix 
to  the  transudations. 

The  synovia  is  an  alkaline,  sticky,  fibrous,  yellowish  fiuid  which  is 
cloudy,  from  the  presence  of  cell-nuclei  and  remains  of  destroyed  cells,  but 
is  also  sometimes  clear.  It  contains  also,  besides  proteids  and  salts,  a  sub- 
stance similar  to  mucin  in  physical  properties.  The  nature  of  this  mucin- 
like  cbnstituent  of  physiological  synovial  fluids  has  not  been  determined. 
Hammakstek  has  found  a  mucin-like  substance  in  pathological  synovial 
fluid,  but  it  was  not  true  mucin.  It  acts  like  a  nucleoalbumin  or  a 
nucleoproteid,  and  gave  no  reducing  substance  when  boiled  with  acid. 
Salkowski  °  also  found  a  mucin-like  substance  in  a  pathological  synovial 
fluid,  which  was  neither  mucin  nor  nucleoalbumin.  He  called  the  sub- 
stance "  synovin.'" 

The  composition  of  synovia  is  not  constant,  but  varies  in  rest  and  in 
motion.  In  the  last-mentioned  case  the  quantity  of  fluid  is  less,  but  the 
amount  of  the  mucin-like  body,  proteids,  and  of  the  extractive  bodies  is 
greater,  while  the  quantity  of  salts  is  diminished.  This  may  be  seen  from 
the  following  analyses  by  Fkeeichs."    The  figures  represent  parts  per  1000. 

'  Skand  Arch.  f.  Physiol.,  Bd.  5. 

«  Deutsch.  Arch.  f.  klin.  Med.,  Bd.  44. 

'  HammarstcTi,  Maly's  Jahresber.,  Bd.  12;  Salkowski,  Virchow's  Arch.,  Bd.  131. 

"  Wagner's  HandwOrterbuch,  Bd.  3.  Abth.  1.  S.  463. 
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1.  Synovia  from  II.  Synovia  from 

a  Stall-fed  Ox.  a  Field-fed  Ox. 

Water 969.9  948.5 

Solids 30.1  51.5 

Miicin-llke  body 2.4  5.6 

Albumin  and  extractives 15.7  35.1 

Fat 0.6  0.7 

Salts 11.8  9.9 

The  synovia  of  new-born  babes  corresponds  to  that  of  resting  animals. 

The  fluid  of  the  barsse  macosae,  as  also  the  fluid  in  the  synovial  cavities 

around  joints,  etc.,  is  similar  to  synovia  from  a  qualitative  standpoint. 

III.  Pus. 

Pus  is  a  yellowisli-gray  or  yellowish-green,  creamy  mass  of  a  faint  odor 
and  an  unsavory,  sweetish  taste.  It  consists  of  a  fluid,  the  pus-serum,  in 
■which  solid  particles,  the  pus-cells,  swim.  The  number  of  these  cells  V^aries 
80  considerably  that  the  pus  may  at  one  time  be  thin  and  at  another  time 
80  thick  that  it  scarcely  contains  a  drop  of  serum.  The  specific  gravity, 
therefore,  may  also  greatly  vary,  namely,  between  1.020  and  1.040,  but 
ordinarily  it  is  1.031-1.033.  The  reaction  of  fresh  pus  is  generally  alkaline, 
hut  it  may  become  neutral  or  acid  from  a  decomposition  in  which  fatty 
acids,  glycero-phosphoric  acid,  and  also  lactic  acid  are  formed.  It  may 
become  strongly  alkaline  when  putrefaction  occurs  with  the  formation  of 
ammonia. 

In  the  chemical  investigation  of  pus  the  pus-serum  and  the  pus-corpus- 
cles must  be  studied  separately. 

Pus-serum,  Pus  does  not  coagulate  spontaneously  nor  after  the  addition 
of  defibrinated  blood.  The  fluid  in  which  the  pus-corpuscles  are  suspended 
is  not  to  be  compared  with  the  plasma,  but  rather  with  the  serum.  The 
pus-serum  is  pale  yellow,  yellowish  green,  or  brownish  yellow,  and  has  an 
alkaline  reaction.  It  contains,  for  the  most  part,  the  same  constituents  as 
the  blood-serum;  but  sometimes  besides  these — when,  for  instance,  the  pus 
ihas  remained  in  the  body  for  a  long  time — it  contains  a  nncleoalbumin  or  a 
mucleoproteid-  which  is  precipitated  by  acetic  acid  and  soluble  with  great 
■difllculty  in  an  excess  of  the  acid  {pyin  of  the  older  authors).  This  nncleo- 
albumin seems  to  be  formed  from  the  hyaline  substance  of  the  pus-cells  by 
maceration.  The  pus-serum  contains,  moreover,  at  least  in  many  cases,  no 
fibrin-ferment.  According  to  the  analyses  of  Hoppe-Setlek  '  the  pus- 
serum  contains  in  1000  parts: 

I.  II. 

Water 913.7  905.65 

Solids 86.3  94.35 

Pioteids 63.23  77.31 

Lecithin 1.50  0.56 

Fat 0.26  0.29 

Cholesterin 0.53  0.87 

Alcohol  extractives 1.52  0.73 

Water  extractives 11.53  6.93 

Inorganic  salts 7.73  7.77 

'  Med.-chem.  Untersuch.,  S.  490. 
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The  ash  of  pus-senim  has  the  following  composition,  calculated  to  1000  parts  of  the 
serum  : 

I.  II, 

NaCl 5,23  5.39 

NajSO, 0.40  0.31 

NasHPO, (1.98  0.46 

NajCOa 0.49  1.13 

CasCPO,), 0.49  0.31 

Mg,(P04U 0.19  0.12 

PO4  (in  excess) .05 

The  pus-corpuscles  are  generally  thought  to  consist  in  great  part  of 
emigrated  white  blood-corpascles  (emigration  hypothesis),  and  their  chemi- 
cal properties  have  therefore  been  given  above.  We  consider  the  molecular 
grains,  fat-globules,  and  red  blood-corpuscles  rather  as  casual  form-elements. 

The  pus-cells  may  be  separated  from  the  serum  by  centrifugal  force,  or 
by  decantation  directly  or  after  dilution  with  a  solutioa  of  sodium  sulphate 
in  water  (1  vol.  saturated  sodium-sulphate  solution  and  9  vols,  water),  and 
then  washed  by  this  same  solution  in  the  same  manner  as  the  blood- 
corpuscles. 

The  chief  constituents  of  the  pas-corpuscles  are  albuminous  bodies  of 
which  the  largest  proportion  seems  to  be  a  nucleoproteid  which  is  insoluble 
in  water  and  which  expands  into  a  tough,  slimy  mass  when  treated  with  a 
10^  common-salt  solution.  This  proteid  substance,  which  is  soluble  in 
alkali  but  quickly  changed  thereby,  is  called  Eovidas's  hi/aline  substance, 
and  the  property  of  the  pus  of  being  converted  into  a  slime-like  mass  by  a 
solution  of  common  salt  depends  on  this  substance.  Besides  this  substance 
we  find  in  the  pus-cells  also  an  albuminous  body  which  coagulates  at 
48-49°  C,  as  well  as  sergloluUn  (?),  seralbumin,  a  substance  similar  to 
coagulated   proteid    (Mieschee),  and    lastly  peptone  or  albumose    (Hof- 

MEISTER  '). 

We  also  find  in  the  protoplasm  of  the  pus-cells,  besides  the  proteids, 
lecithin,  cholesterin,  xantliin  bodies,  fat,  and  soaps.  Hoppe-Setlbe  has 
found  cerebrin,  a  decomposition  product  of  a  protagon-like  substance,  in 
pus  (see  Chapter  XII).  Kossel  and  Peettag  "  have  isolated  from  pus  two 
substances,  pyosin  and  pyogenin,  which  belong  to  the  cerebrin  group  (see 
Chapter  XII).  Hoppe-Seylee  '  claims  that  glycogen  appears  only  in  the 
living,  contractile  white  blood-cells  and  not  in  the  dead  pus-corpuscles. 
Several  other  investigators  have  nevertheless  found  glycogen  in  pus.  The 
cell-nucleus  contains  nuclein  and  nucleoproteids. 

The  mineral  constituents  of  the  pus-corpuscles  are  potassium,  sodinm, 
calcium,  magnesium,  and  iron.  A  part  of  the  alkalies  exists  as  chlorides^ 
and  the  remainder,  as  well  as  the  other  bases,  exists  as  phosphates. 


'  Miescher  in  Hoppe-Seyler's  Med.-chem.  Untersuch.,  8.  441 ;  Hofmeister,  Zeitschr. 
f.  physiol.  Chem.,  Bd.  4. 
2  Ibid.,  Bd.  17,  S.  452. 
a  Hoppe-Seyler,  Physiol.  Chem. ,  S.  790. 
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The  quantitative  compositioa  of  the  pus-cells  from  the  analyses  of 
Hoppb-Seylek  is  as  follows,  in  parts  per  1000  of  the  dried  substance : 

I.  II. 

Proleids 137.62  ) 

Nuolein.., 342.57  }■  685.85        673.69 

Insoluble  bodies 205.66  ) 

Lecitbiu )    i.„q„  75.64 

Fat j-   ^^^-^^  75.00 

Cholesterin 74.00  72.83 

CerebriQ 51.99)  ^(\a  qa 

Extractive  bodies 44.33)  lu-s.ot 

MINERAL   BTJBSTANCBS  IN   1000  PAETS  OF  THE  DRIED   SUBSTANCE. 

NaCl 4.35 

Ca3(PO02 2.05 

MgHPO,). 1.13 

FePO,.... 1.06 

PO, 9.16 

Na 0.68 

K ■ traces  (?) 

MiESCHEit  has  obtained  other  results  for  the  alkali  combinations,  namely  :  potassium 
phosphate  12,  sodium  phosphate  6.1,  earthy  phosphate  and  iron  phosphate  4  2,  sodium 
chloride  1.4,  and  phosphoric  acid  combined  with  organic  substances  3.14-2.03  p.  m. 

In  pus  from  congested  abscesses  which  have  stagnated  for  some  time  we 
find  peptone,  leucin,  and  tyrosin,  iree  fatty  acids,  and  volatile  fatty  acids, 
such  as  formic  acid,  butyric  acid,  valerianic  acid.  We  also  sometimes  find 
chondrin  (?)  and  glutin  (?),  urea,  glucose  (in  diabetes),  lile-pigments  and 
bile-acids  (in  catarrhal  icterus). 

As  inore  specific  bat  not  constant  constituents  of  the  pus  we  must 
mention  the  following :  pyin,  which  seems  to  be  a  nucleoalbumin  or  nucleo- 
proteid  precipitable  by  acetic  acid,  and  also  pyinic  acid  and  chlorrhodinic 
acid,  which  have  been  so  little  studied  that  they  cannot  be  more  fully 
treated  here. 

In  many  xjases  a  bine;  less  rarely  a  green,  color  has  been  observed  in  the 
pas.  This  depends  on  the  presence  of  a  variety  of  vibrios  (Lucke)  from 
which  FoEDOs  and  Lucre  '  have  isolated  a  crystalline  bine  pigment, 
pyocyanin,  and  a  yellow  pigment,  pyoxanthose. 

Appendix. 

Lymphatic  Glands,  Spleen,  etc. 

The  lymphatic  Glands.  The  cells  of  the  lymphatic  glands  are  found  to 
contain  the  protein  substances  occurring  generally  in  cells  (Chapter  V, 
pp.  101  and  102).  Albumoses  and  peptones  may  also  occur  as  products  of  a 
post-mortem  decomposition.  Besides  the  other  ordinary  tissue  constituents, 
such  as  collagen,  reticulin,  elastin,  and  nuclein,  we  find  in  the  lymphatic 
glands  also  cholesterin,  fat,  glycogen,  sarcolactin  acid,  xanthin  bodies,  and 

'  Fordos,  Compt.  rend.,  Tomes  51  and  56 ;  Liicke,  Arch.  f.  klin.  Chirurg.,  Bd.  3. 
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iencin.     In  the  ingainal  glands  of  an  old  woman  Oidtmanit  '  fonnd  714.32 
p.  m.  water,  284.5  p.  m.  organic  and  1.16  p.  m.  inorganic  substances. 

The  Spleen.  The  pnlp  of  the  spleen  cannot  be  freed  from  blood.  The 
mass  which  is  separated  from  the  spleen  capsule  and  the  strnctnral  tissue 
by  pressure  and  which  ordinarily  serves  as  material  for  chemical  investiga- 
tions is  therefore  a  mixture  of  blood  and  spleen  constituents.  For  this 
Tsasou  the  albuminous  bodies  of  the  spleen  are  little  known.  As  character- 
istic constituents  we  have  albuminates  containing  iron,  and  especially  a 
protein  substance  which  does  not  coagulate  on  boiling,  and  which  is  pre- 
cipitated by  acetic  acid  and  yields  an  ash  containing  much  phosphoric  acid 
and  iron  oxide." 

The  pnlp  of  the  spleen,  when  fresh,  has  an  alkaline  reaction,  but 
quickly  turns  acid,  due  partly  to  the  formation  of  tree  paralactic  acid  and 
partly  perhaps  to  glycero-phosphoric  acid.  Besides  these  two  acids  there 
have  been  found  in  the  spleen  also  volatile  fatty  acids,  as  formic,  acetic, 
and  butyric  acids,  as  well  as  succinic  acid,  neutral  fats,  cholesterin,  traces 
of  leucin,  inosit  (in  ox-spleen),  scyllit,  a  body  related  to  inosit  (in  the 
spleen  of  plagiostoma),  glycogen  (in  dog-spleen),  uric  acid,  xanthin  lodies, 
&ndijecorin  (Baldi'). 

Among  the  constituents  of  the  spleen  the  deposit  rich  in  iron,  which 
consists  of  ferruginous  granules  or  conglomerate  masses  of  them,  and  closely 
studied  by  Nasse,  is  of  special  interest.  This  deposit  does  not  occur  to 
the  same  extent  in  the  spleen  of  all  animals.  It  is  found  especially 
abundant  in  the  spleen  of  the  horse.  Nasse*  on  analyzing  the  grains 
(from  the  spleen  of  a  horse)  obtained  840-630  p.  m.  organic  and  160-370 
p.  m.  inorganic  substances.  These  last  consisted  of  566-726  p.  m.  Fe  0  , 
205-388  p.  m.  P^O, ,  and  57  p.  m.  earths.  The  organic  substances  con- 
sisted chiefly  of  proteids  (660-800  p.  m.),  nnclein,  62  p.  m.  (maximum),  a 
jellow  coloring  matter,  extractive  bodies,  fat,  cholesterin,  and  lecithin. 

In  regard  to  the  mineral  constituents  it  is  to  be  observed  that  the 
amount  of  sodium  and  phosphoric  acid  is  smaller  than  that  of  potassium 
and  chlorine.  The  amount  of  iron  in  new-born  and  young  animals  is  small 
(Lapicque,  Keugeb,  and  Peenou),  in  adults  more  appreciable,  and  in  old 
animals  sometimes  very  considerable.  Nasse  found  nearly  50  p.  m.  iron 
in  the  dried  pulp  of  the  spleen  of  an  old  horse.  Guillemonat  and 
Lapicque  '   have   determined   the  iron   in   man.     They   find    no   regular 

'  V.  Gorup-Besanez,  Lehrbuch,  4.  Aufl.  S.  732. 

^  lUd.,  717. 

'  Du  Bois-Eeymond's  Arch.,  1887,  Suppl. 

*  Maly's  Jahresber.,  Bd.  19,  S,  315. 

'  Lapicque,  iMd.,  Bd.  20;  Lapicque  and  Guillemonat,  Compt.  rend,  de  Soc.  biol.. 
Tome  48,  and  Arch,  de  Physiol.  (5),  Tome  8  ;  KrUger  and  Peinou,  Zeitschr.  f.  Biologie, 
Bd.  27 ;  Nasse,  cited  from  Hoppe-Seyler,  Physiol.  Chem. ,  S.  720. 
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increase  with  growth,  hut  in  most  cases  0.17-0.39  p.  m.  (after  subtracting- 
the  blood-iron)  calculated  on  the  fresh  substance.  A  remarkably  high 
amount  of  iron  is  not  dependent  upon  old  age,  but  is  a.  residue  from, 
chronic  diseases. 

The  quantitative  analyses  of  the  human  spleen  by  Oidtmann  give  tlie 
following  results:  la  men  he  found  750-694  p.  m.  water  and  250-306 
p,  m.  solids.  In  that  of  a  woman  he  found  774.8  p.  m.  water  and  325.3. 
p.  m.  solids.  The  quantity  of  inorganic  bodies  was  in  men  4.9-7.4  p.  m., 
and  in  women  9.5  p.  m. 

In  regard  to  the  pathological  processes  going  on  in  the  spleen  we  must 
specially  recall  the  abundant  re-formation  of  leucocytes  in  leucaemia  and 
the  appearance  of  amyloid  substance  (see  page  48). 

The  physiological  functions  of  the  spleen  are  little  known  with  the 
exception  of  its  importance  in  the  formation  of  leucocytes.  Some  consider 
the  spleen  as  an  organ  for  the  dissolution  of  the  red  blood-corpuscles,  and 
the  occurrence  of  the  above-mentioned  deposit  rich  in  iron  seems  to  confirm, 
this  view.  The  spleen  has  also  been  claimed  to  play  a  certain  part  in 
digestion.  This  organ  is  claimed  by  Sghiff,  Hbezeit,  Gachbt  and 
Pachon^  to  be  of  importance  in  the  production  of  trypsin  in  the  pancreas. 
The  statements  on  this  question  are  still  disputed  (Heidenhain,  Ewald'). 

An  increase  in  the  quantity  of  uric  acid  eliminated  has  been  observed 
by  many  investigators  (see  Chapter  XV)  in  lineal  leucaemia,  while  the 
reverse  has  been  observed  under  the  influence  of  quinin  in  large  doses,  which 
produces  an  enlargement  of  the  spleen.  We  have  here  a  rather  positive 
proof  that  there  is  a  close  relationship  between  the  spleen  and  the  formation 
of  uric  acid.  This  relationship  has  lately  been  studied  by  Hobbaczewski. 
He  has  shown  that  when  the  spleen-pulp  and  blood  of  calves  are  allowed  to 
act  on  each  other,  under  certain  conditions  and  temperature,  in  the  pres- 
ence of  air,  large  quantities  of  uric  acid  are  formed*  Under  other  condi- 
tions he  obtained  from  the  spleen-pulp  only  xanthin  bodies  with  no  or  very 
little  uric  acid.  Hoebaczbwski  "  has  also  shown  that  the  uric  acid 
originates  from  the  nucleins  of  the  spleen,  which  yield  uric  acid  and  xanthin 
bodies  according  to  the  experimental  conditions. 

The  spleen  has  the  same  property  as  the  liver  of  retaining  foreign 
bodies,  metals  and  metalloids. 

The  Thymus.  Besides  protein  substances  mentioned  in  Chapter  V  and 
bodies  belonging  to  the  connective-tissue  group,  we  find  small  quantities  of 

1  Schiff,  cited  by  Herzen,  Pfliiger's  Arch.,  Bd.  30,  S.  295  and  308,  and  Maly's 
Jabresber.,  Bd.  18;  Gachet  and  Pachon,  Arch,  de  Physiol.  (5),  Tome  10;  Heidenhain 
In  Heirmaun's  Handb.  d.  Physiol.,  Bd.  5,  Absonderungsvorgange,  S.  306;  Ewald,  Ver- 
haudl.  d.  physiol.  Gesellsch.  in  Berlin,  1878. 

2  Monatsbefte  f.  Chem.,  Bd.  10,  and  Wien.  Sitzung-sber.  Math.  Nat.  Klasse,  Bd.  100, 
Abth.  3. 
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fat,  leucin,  succinic  acid,  lactic  acid,  and  sugar,  and  traces  of  iodothyrin. 
The  large  quantity  of  xanthin  bodies,  chiefly  adenin,  is  remarkable — 1.79 
p.  m.  in  the  fresh  gland,  or  19.19  p.  m.  in  the  dried  substance  (Kossel 
and  ScHiiirDLEE).  Lilienfeld  has  found  inosit  &nd  protagon  in  the  cells 
of  the  thymus.  The  quantitative  composition  of  the  lymphocytes  of  the 
thymus  of  a  calf  is,  according  to  Lilienfeld's  '  analysis,  as  follows.  The 
results  are  given  in  1000  parts  of  the  dried  substance. 

Proteids 17.6 

Leuconuclein 687.9 

Histon 86.7 

Lecithin  75.1 

Fat 40.2 

Cholesterin 44.0 

Glycogen 8.0 

The  dried  substance  of  the  leucocytes  amounted  to  an  average  of  114.9 
p.  m.  Potassium  and  phosphoric  acid  are  prominent  mineral  constituents. 
Lilienfeld  found  KH^PO,  amongst  the  bodies  soluble  in  alcohol. 
Oidtmann"  found  807.06  p.  m.  water,  192.74  p.  m.  organic  and  0.3  p.  m. 
inorganic  substances  in  the  gland  of  a  child  two  weeks  old. 

The  Thyroid  Gland.  The  chemical  constituents  of  this  gland  are  little 
known.  Bubnow  has  obtained  a  protein  substance  called  by  him  "  thyreo- 
proteine,''''  by  extracting  the  gland  with  common-salt  solution  or  by  very 
dilute  caustic  potash.  This  body  has  about  the  same  amount  of  nitrogen, 
but  smaller  amounts  of  carbon  and  hydrogen,  than  the  proteids  in  general. 
The  fluid  found  in  the  vesicle  sometimes  contains  a  mucin-like  substance 
which  is  precipitated  by  an  excess  of  acetic  acid.  Gouelat'  could  not 
find  any  mucin  but  only  a  nncleoalbumin  in  the  thyroid  gland  of  oxen. 
Besides  these,  other  substances  have  been  found  in  the  extract  of  the 
glands,  such  as  leucin,  xanthin,  hypoxanthin,  iodothyrin,  lactic  and  suc- 
cinic acids.  OiDTMANN*  found  in  the  thyroid  gland  of  an  old  woman 
832.4  p.  m.  water,  176.7  p.  m.  organic  and  0.9  p.  m.  inorganic  substances. 
He  found  772.1  p.  m.  water,  223.4  p.  m.  organic  and  4.5  p.  m.  inorganic 
substances  in  an  infant  two  weeks  old. 

E.  Hutchinson  '  has  determined  the  amount  of  iodine  in  tlie  protein 
substance,  called  by  him  colloid,  obtained  by  precipitating  the  watery,  salty 
or  faintly  alkaline  extract  of  the  thyroid  (of  sheep  or  calf)  by  acetic  acid 
and  found  0.309^  iodine  in  the  dried  substance.  On  digesting  this  colloid 
with  pepsin  he  obtained  a  protein-free  residue  with  3.69^  iodine,  from 
which  iodothyrin  could  be  extracted  by  boiling  alcohol.     Besides  this  he 

'  Kossel  and  Schindler,  Zeitschr.  f.  physiol.  Chem.,  Bd.  13;  Lilienfeld,  Md.,  Bd.  18. 

'  Cited  from  v.  Gorup-Besanez,  Lehrl).  d.  physiol.  Chem.,  4.  Aufl.,  S.  732. 

8  Bubnow,  Zeitschr.  f.  physiol.  Chem.,  Bd.  8;  Gourlay,  Journal  of  Physiol.,  Vol.  16. 

4  L.  c„  S.  732. 

'  Journal  of  Physiol.,  Vol.  33. 
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obtained  in  solution  an  albumose  with  0.318^  iodine  and  peptone,  which 
was  nearly  iodine-free.  Only  the  albamose  containing  iodine  was  fonnd 
active  in  a  case  of  myxcedema,  but  not  the  peptone. 

Those  substances  which  stand  in  close  relationship  to  the  functions  of 
the  gland  are  of  special  interest. 

The  complete  extirpation,  as  also  the  pathological  destruction,  of  the 
thyroid  gland  causes  great  disturbances,  ending  finally  in  death.  In  dogs, 
after  the  total  extirpation  a  disturbance  of  the  nervous  and  muscular  system 
occurs,  such  as  trembling  and  cramps,  and  death  generally  supervenes  shortly 
after,  most  often  during  an  attack  of  cramps.'  In  human  beings  different 
•disturbances  appear,  such  as  nervous  symptoms,  diminished  intelligence, 
dryness  of  the  skin,  falling  out  of  the  hair,  and,  on  the  whole,  those 
symptoms  which  are  included  under  the  name  cachexia  thyreopriva,  and 
death  follows  gradually.  Among  these  symptoms  we  must  mention  the 
peculiar  slimy  infiltration  and  extaberance  of  the  connective  tissue.  It  has 
been  proved  that  the  destructive  action  of  the  removal  of  the  thyroid  can 
be  counteracted  by  the  artificial  introduction  of  extracts  of  the  thyroid 
gland  into  the  body,  and  even  by  feeding  with  the  substance  of  the  gland. 
Prom  this  we  conclude  that  specifically  acting  bodies  must  be  produced 
in  the  thyroid  gland,  which  when  absent  bring  about  in  some  way  or 
another  the  above-mentioned  disturbances.  On  the  other  hand  it  has  been 
observed  on  administering  too  large  quantities  of  gland  substance  that 
threatening  symptoms  and  disturbances  occur  in  man  as  well  as  in  animals. 
Prom  a  physiologico-chemical  standpoint  the  diseased,  increased  destruction 
of  body  proteid,  occurring  on  continuous  feeding  with  thyroid  preparations, 
is  of  the  greatest  importance.  Proiri  this  it  seems  to  follow  that  the  specific 
constituents  of  the  gland,  when  administered  in  excess,  may  have  an 
injurious  action. 

S.  Prankel'  has  isolated  a  crystalline  base  called  thyreoantUoxin, 
which  is  soluble  in  alcohol  and  precipitable  by  potassium-mercuric  iodide 
and  which  he  considers  as  the  active  body.  Drechsbl  and  Kocher' 
have  found  two  bases  in  the  gland,  one  of  which  is  probably  identical 
with  Prakkel's  base.  Praistkel's  base  is  especially  active  against 
cramps.  According  to  Notkin"*  the  specifically  active  substance  is  a 
protein  substance,  called  by  him  thyreoproteid,  while  according  to  Bai- 
MANN  and  Eoos '  the  only  active  body  is  iodothyrin. 

'  The  divergent  statements  as  to  the  necessity  of  the  thyroid  gland  can  be  found  in 
H.  Muuk,  Vlichow's  Arch.,  Bd.  150. 

=  Praukel,  Wien.  med.  Blatter,  1895  and  1896. 

=  Centralbl.  f.  Physiol.,  Bd.  9,  S.  705. 

*  Wien.  med.  Wochenschr.,  1895,  and  Virchow's  Arch.,  Bd.  144.  Supplement,  S. 
234. 

'  Zeltschr.  f.  physiol.  Chera.,  Bdd.  21  and  33,  also  Baumann,  Manch.  med.  Wochen- 
schr., 1896;  Baumann  and  Goldmann,  ibid.;  'Roos,Md.     An  extensive  review  of  the 
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lodotliyrin  or  thtuoiodin.  This  body,  which  wns  discovered  by  Baumann  and 
■which  occurs  in  the  thymus  aud  iilso,  accordiug  to  Schnitzleu  aud  Ewald  '  in  tiie 
liypophysis  cerebri,  is  a  substance  containing  iodine,  having  a  somewhat  diiiereut  com- 
position depending  upon  ils  origin.  Roo8«  found  for  the  iodolhyriu  from  the  mutlou 
thyroid  glands  and  from  human  thyroid  glands  from  different  regions  the  following-  4  31 
and  1  4l-a.58!«  I;  8.91  aud  10.41-10.03^  N;  1A0%  S;  58.24and  61.41-57.04^  C.  lodothyrin 
is  not  a  proteid  body.  The  views  are  somewhat  contradictory  in  regard  to  the  manner  in 
which  it  exists  in  the  gland  (Baumann,  Blum,  Tambach'),  but  one  thing  is  sure,  and  that 
is  that  it  is  split  off  from  complex  protein  substance  in  the  gland  by  the  prolonged  boil- 
ing with  10^  sulphuric  acid. 

lodothyrin  is  au  amorphous,  brown  substance  which  swells  up  on  heating  and  develops 
an  odor  recalling  the  pyridin  bases.  It  is  nearly  insoluble  in  water  aud  cold  alcohol.  It 
dissolves  with  difficulty  in  boiling  alcohol.  Alkalies  dissolve  it  readily,  and  it  is  pre- 
cipitated from  this  solution  by  the  addition  of  acid.  It  dissolves  with  a  darlt  brown  color 
in  concentrated  mineral  acids  and  glacial  acetic  acid.  The  acetic  acid  solution  may  be 
strongly  diluted  with  water  without  precipitation,  and  this  solution  canbe  precipitated  by 
potassium  ferrocyanide,  picric  acid,  or  phospho-tungstic  acid.  lodothyrin  does  not  give 
«ither  the  Biuret  test  or  Millon's  reaction. 

lodothyrin  is  prepared  by  boiling  the  finely  divided  gland  with  dilute  sulphuric  ncid 
{1  :  10)  for  at  least  30  hours.  Pepsin  digestion  may  also  be  resorted  to.  The  insoluble 
residue,  which  contains  the  lodothyrin,  is  extracted  in  either  case  with  boiling  alcohol 
(W).  On  the  evaporation  of  the  alcoholic  extract  tlie  residue  is  dissolved  in  water  with 
the  aid  of  a  little  alkali,  and  the  lodothyrin  precipitated  by  the  addition  of  acid. 

According  to  Baumann  and  Eoos  the  iodothyrin  is  the  only  active  sub- 
stance of  the  thyroid  gland,  and  it  gives  all  the  characteristic  actions  of  the 
gland  substance.  According  to  them  it  has  the'  therapeutic  action  of  the 
thyroid  preparations  in  goitre,  it  produces  the  characteristic  poisonous 
symptoms  in  large  doses,  it  is  active  in  myxoedema,  and  it  acts  like  the 
gland  substance  on  metabolism  and  proteid  destruction.  This  is  denied  by 
several  other  investigators,*  and  it  is  rather  generally  admitted  that  none  of 
the  thyroid  constituents  thus  far  isolated  has  all  the  typical  actions. 
These  latter  are  the  united  result  of  several  bodies.  It  is  impossible  to 
enter  here  into  this  and  other  disputed  questions,  such  as  the  importance  of 
iodothyrin,  on  the  origin  and  binding  of  the  iodine  in  the  gland,  the  extent 
and  value  of  the  iodine  metabolism,  the  various  anti-poisonous  theories, 
etc.,  etc. 

Oswald  '  has  isolated  two  protein  substances  from  the  thyroid  gland,  one 
of  which  has  the  characteristics  of  a  globulin,  being  called  thyreoglobtiHn, 
and  has  the  following  composition:  0  53.31;    H  6,83;    N  16.59;  I  1.66; 

literature  on  the  action  of  iodothyrin  and  the  thyroid  preparations  can  be  found  in  Roos, 
Zeitschr.  f.  physio).  Chem.,  Bd.  33,  S.  18.  In  regaid  to  their  action  in  proteid  destruc- 
tion and  metabolism  see  F.  Volt,  Zeitschr.  f.  Biologic,  Bd.  Of);  SchOndorff,  Pflligir's 
Arch.,  Bd.  67,  and  Anderson  and  Bergman,  Skaud.  Arch.  f.  Physiol  ,  Bd.  8.  A  sum- 
mary of  the  thyroid  literature  for  the  last  years  is  found  in  Maly's  Jahresber.,  Bdd.  34 
and  25. 

'  Wien.  klin.  Wochenschr.,  1896. 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  35. 

•Baumann,  1.  c;  Blum,  Milnch.  med.  'Wochenschr.,  1898;  Tambach,  Zeitschr.  f. 
Biologic,  Bd.  36, 

■■  See  Wormser,  Pflilger's  Arch.,  Bd.  67  (index  to  literature),  and  foot-note,  p.  303. 

»  Zeitschr.  f.  physiol.  Chem.,  Bd.  37. 
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S  1.86^.  This  globalin  is,  according  to  Oswald,  the  iodized  substance  of 
the  thyroid  gland,  and  it  has  the  specific  action  of  iodothyria  on  the  proteid 
metabolism.  A  body  containing  5.27^  iodine  was  obtained  from  this 
globulin  by  pepsin  digestion.  On  boiling  with  10^  sulphuric  acid  Oswald 
obtained  a  substance  which  showed  properties  similar  to  iodothyrin  and 
contained  14.39^  iodine  (average).  This  substance  is  parer  iodothyrin  than 
that  prepared  by  BAUMAsriir.  The  second,  less  abundant  protein  substance 
occurring  in  the  thyroid  gland  is  a  nacleoproteid,  free  from  iodine  (with 
0.16^  P),  which  has  no  action  on  proteid  metabolism.  The  colloid  of  the 
thyroid  gland  of  the  anatomists  is  a  mixture  of  thyreoglobulin  and  nucleo- 
proteid. 

In  "struma  cystica"  Hoppe-Setlee  found  hardly  any  proteid  im 
the  smaller  glandular  vessels,  but  an  excess  of  mucin,  while  in  the  larger 
he  found  a  great  deal  of  proteid,  70-80  p.  m.'  Cholesterin  is  regularly 
found  in  such  cysts,  sometimes  in  such  large  quantities  that  the  entire 
contents  form  a  thick  mass  of  cholesterin  plates.  Crystals  of  calcium 
oxalate  also  occur  frequently.  The  contents  of  the  struma  cysts  are  some- 
times of  a  brown  color  due  to  decomposed  coloring  matter,  methcemoglolin- 
(and  hsematin?).  Bile-coloring  matters  have  also  been  found  in  such  cysts. 
(In  regard  to  i\ie  pdralhumins  and  colloids  which  have  been  found  in  struma. 
cysts  and  colloid  degeneration,  see  Chapter  XIII.) 

The  Suprarenal  Capsule.  Besides  proteids,  substances  of  the  connective 
tissue,  and  salts,  we  find  in  the  suprarenal  capsnle  inosit,  palmitin, 
relatively  considerable  lecithin,  neurin,  and  glycero-phosphoric  acid.  The 
leucin  found  by  certain  experimenters  is  perhaps  only  a  decomposition 
product.  The  statements  as  to  the  occurrence  of  benzoic  acid,  hippuric 
acid,  and  bile  acids  could  not  be  substantiated  by  Stadelmanh^.'  In  the 
medulla  Vulpian  and  Arnold  have  found  a  chromogen,  which  is  con- 
verted into  a  red  pigment  by  the  action  of  air,  light,  alkalies,  iodine,  and 
other  bodies.  This  chromogen,  which  in  certain  regards  acts  like  pyro-  ' 
catechin,  has  a  strong  reducing  action.  Because  of  the  amount  of 
chromogen  contained  in  the  suprarenal  body,  a  connection  is  claimed 
between  the  abnormal  deposition  of  pigment  in  the  skin,  which  is  character- 
istic of  Addison's  disease,  and  the  abnormal  changes  which  often  occur  in 
the  suprarenal  body. 

Nothing  positive  is  known  as  to  the  functions  of  the  suprarenal  capsule, 
with  the  exception  of  the  action  of  the  so-called  sphygmogenin.  It  has 
been  shown  by  Oliver  and  Schafee,  Otbulski  and  Sztmonowicz  '  that 

'  Physiol.  Chem.,  8.  721. 

'  Zeitschr.  f.  physlol.  Chem.,  Bd.  18,  which  contains  the  necessary  literature. 

'  Oliver  and  Schafer,  Proceed,  of  Physiol.  Soc.  London,  1895.  Further  refrrences 
in  the  function  of  the  suprarenal  capsule  can  be  found  in  Szymonowicz,  Pfluger's  Arch., 
Bd.  64. 
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a  watery  extract  of  the  suprarenal  capsule  causes  an  increased  blood- 
pressure.  The  investigations  of  Moore,  S.  FKAiirKEL,  v.  Fueth,'  and 
others  show  that  the  substance  hereby  active  stands  in  a  certain  relationship 
to  the  above-mentioned  chromogen.  This  substance,  which  v.  Furth  calls 
sphygmogenin,  is  readily  soluble  in  water  and  also  in  alcohol.  The  supposi- 
tion first  suggested  by  Moore  and  then  made  probable  by  the  researches  of 
Abel  and  Crawford,  that  this  body  raising  the  increased  blood-pressure 
is  a  pyridin  derivative,  has  received  important  support  from  the  recent  inves- 
tigations of  V.  Furth.'  According  to  him  this  questionable  substance  is 
probably  a  dioxypyridin. 

'  Moore,  Proceed,  of  Physiol.  Soo.  Londou,  1895  (with  Oliver  and  Bchafei),  and 
Journal  of  Physiol.,  Vol.  21 ;  S.  Prankel,  Wieu.  med.  Blatter,  1896  ;  v.  Furth,  Zeit- 
schr.  f.  physiol.  Chem.,  Bd.  24.  See  also  Gttrber,  Sitzungsber.  der  phys.  med.  Gesellsch. 
zu  Wiirzburg,  1897,  No.  4. 

'  Moore,  Journ.  of  Physiol.,  Vol.  21 ;  Abel  and  Crawford,  Johns  Hopkins  Hospital 
BuUetiu,  1897;  v.  Furth,  Zeitschr.  f.  physiol.  Chem.,  Bd.  36. 


CHAPTBK  VIII. 
THE   LIVER. 

The  liver,  which  is  the  largest  organ  of  the  body,  stands  in  close 
relationship  to  the  blood-forming  organs.  The  importance  of  this  organ 
for  the  physiological  composition  of  the  blood  is  evident  from  the  fact  that 
the  blood  coming  from  the  digestive  tract,  laden  with  absorbed  bodies,  mnst 
circulate  through  the  liver  before  it  is  driven  by  the  heart  through  the 
different  organs  and  tissues.  It  has  been  proved,  at  least  for  the  carbo- 
hydrates, that  an  assimilation  of  the  absorbed  nutritive  bodies  which  are 
brought  to  the  liver  by  the  blood  of  the  portal  vein  takes  place  in  this  organ, 
and  there  is  no  doubt  that  synthetical  processes  appear.  The  occurrence 
of  synthetical  processes  in  the  liver  has  been  positively  proved  by  special 
observations.  It  is  possible  that  in  the  liver  certain  ammonia  combinations 
are  converted  into  urea  or  uric  acid  (in  birds),  while  certain  products  of 
putrefaction  in  the  intestine,  such  as  phenol,  may  be  converted  by  synthesis, 
into  ethereal  sulphuric  acids  by  the  liver  (Pflugee  and  Kochs").  The 
liver  has  also  the  property  of  removing  and  retaining  heterogeneous  bodies 
from  the  blood,  and  this  is  not  only  true  of  metallic  salts,  which  are  often 
retained  by  this  organ,  but  also,  as  Schiff,  Lautenberger,  Jacques, 
Heger,  and  especially  Eogee  have  shown,  the  alkaloids  are  retained  and 
are  probably  also  partially  decomposed  in  the  liver.  Toxins  are  also 
retained  by  the  liver,  and  hence  this  organ  has  a  protective  action  against 
poisons."  The  researches  of  Bouchard,  Eoger,  and  Mairet  and  Vbies  ° 
has  shown  that  the  liver  may  itself  have  a  poisonous  action. 

Even  though  the  liver  is  of  assimilatory  importance  and  purifies  the 
blood  coming  from  the  digestive  tract,  it  is  at  the  same  time  a  secretory 
organ  which  eliminates  a  specific  secretion,  the  bile,  in  the  production  of 
which  the  red  blood-corpuscles  are  destroyed,  or  at  least  one  of  their  con- 
stituents, the  haemoglobin.     It  is  generally  admitted  that   the  liver  acts 

'  Pfliiger's  Arch.,  Bd.  20  and  Bd.  23,  S.  169. 

'^  Roger,  Action  du  foie  sur  les  poisons  (Paris,  1887),  which  also  contaius  the  older- 
literature ;  Bouchard,  Lepons  sur  les  autointoxications  dans  les  Maladies  (Paris,  1887);. 
and  E.  Kotliar  in  Arch,  des  sciences  biolngique  de  St.  Petersbourg,  Tome  2,  No.  4,  p. 
587. 

'  See  Mairet  and  Vries,  Arch,  de  Physiol.  (5),  Tome  9. 
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contrariwise  during  foetal  life,  at  that  time  forming  the   red   blood-cor- 
pnscles. 

There  is  no  doubt  that  the  chemical  operations  going  on  in  this  organ 
are  manifold  and  must  be  of  the  greatest  importance  for  the  organism ;  but 
unfortunately  we  know  very  little  about  the  kind  and  extent  of  these 
processes.  Among  them  are  two  principal  ones  which  will  be  fully  treated. 
in  this  chapter,  after  we  have  first  described  the  constituents  and  the 
chemical  composition  of  the  liver.  One  of  these  processes  seems  to  be  of 
an  assimilatory  nature  and  refers  to  the  formation  of  glycogen,  while  the 
other  refers  to  the  production  and  secretion  of  the  bile. 

The  reaction  of  the  liver-cell  is  alkaline  daring  life,  but  becomes  acid 
after  death.  This  change  is  probably  due  to  the  formation  of  lactic  acid, 
causing  a  coagulation  of  the  proteids  of  the  protoplasm  of  the  cell.  A 
positive  difference  between  the  albuminous  bodies  of  the  dead  and  the 
living,  non-coagnlated  protoplasm  has  not  been  observed. 

'Y\\&  proteids  of  the  liver  were  first  carefully  investigated  by  Plosz.  He 
found  in  the  watery  extract  of  the  liver  an  albuminous  substance  which 
coagulates  at  +  45°  C,  also  a  globulin  which  coagulates  at  +  75°  C,  a 
nucleoalbumin  which  coagulates  at  +  70°  C. ,  and  lastly  a  proteid  body 
which  is  nearly  related  to  coagulated  albumins  and  which  is  insoluble  in 
dilate  acids  or  alkalies  at  the  ordinary  temperature,  but  dissolves  on  tlie 
application  of  heat,  being  converted  into  an  albuminate.  Hallibdeton  ' 
has  found  two  globulins  in  the  liver-cells,  one  of  which  coagulates  at 
68-70°  C,  and  the  other  at  45-50°  C.  He  also  found,  besides  traces  of 
albumin,  a  nucleoproteid  which  contained  1.45^  phosphorus  and  a  coagula- 
tion-point of  60°  C.  Among  the  nucleoproteids  of  the  liver-cells  we  find 
also  glycoproteids,  which  yield  pentose  as  cleavage  products."  Besides 
these  proteids,  the  liver-cells  contain  a  large  quantity  of  a  difficultly  soluble 
protein  substance  (see  Plosz).  It  also  contains,  as  first  shown  by  St.  Zale- 
SKi  and  then  substantiated  by  several  other  investigators,  ferruginous 
proteids  of  different  kinds.  A  part  of  these  ferruginous  proteids  are,  as 
generally  admitted,  iron  albuminates,  in  which  the  iron  can  be  directly 
detected,  as  after  extraction  with  alcohol  containing  hydrochloric  acid. 
They  are  also  in  part  undoubtedly  nucleoproteids,  in  which  the  iron  cannot 
be  directly  detected  ("WoLTEEiiirG,  Spitzee).  A  proteid  rich  in  iron, 
obtained  by  Schmiedebeeg  '  by  boiling  the  liver  in  water  and  precipitating 
the  filtrate  with  tartaric  acid,  is  caMed  ferratin. 

'  Plosz,  PflUger's  Arch.,  Bd.  7;  Halliburton,  Journ.  of  Physiol.,  Vol.  13.  Supple- 
ment, 1892. 

'  See  Salkowaki,  Berl.  klin.  Wochenschr.,  1895  ;  Hammarsten,  Zeitschr.  f.  physiol. 
Chem.,  Bd.  9  ;  and  Bliitnenthal,  Zeitschr.  f.  klin.  Med.,  Bd.  34. 

■=>St.  Zaleski,  Zeitschr.  f.  pbysiol.  Chem.,  Bd.  10,  S.  486;  Woltering,  ibid..  Bd.  81  ; 
Spitzer,  Pfltlger's  Arch.,  Bd.  67  ;  Schmiedeberg,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  33. 
See  also  Vay,  Zeitschr.  f.  physiol.  Chem.,  Bd.  30. 
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The  yellow  or  brown  pigment  of  the  liver  has  been  little  studied.  Dastbb  and 
Floresco'  differentiate  in  vertebrates  between  a  ferruginous  pigment  soluble  in  water 
and  a  pigment  soluble  in  chloroform  and  insoluble  in  water.  They  have  not  isolated  these 
pigments  in  a  pure  condition. 

The  fat  of  the  liver  occnrs  partly  as  very  small  globules  and  partly 
(especially  in  nursing  children  and  sucking  animals,  as  also  after  food  rich 
in  fat)  as  rd,ther  large  fat-drops.  The  occurrence  of  a  fat  infiltration,  i.e., 
a  fat  transportation  in  the  liver,  may  not  only  be  prodticed  by  an  excess  of 
fat  in  the  food  (Noel-Paton),  bat  also  by  emigration  from  other  parts  of 
the  body  under  abnormal  conditions,  such  as  poisoning  with  phosphorus 
(Leo)  and  phlorhizin  (Eosbnfeld').  Eosenfeld"  has  given  a  new  series 
of  investigations  on  fatty  liver  in  phlorhizin-diabetes.  Dogs  whose  fat 
deposit  was  changed  by  prolonged  feeding  with  a  foreign  fat  (mutton-fat), 
and  hence  consisted  of  this  foreign  fat  alone,  were  poisoned  with  phlorhizin. 
It  was  strikingly  shown  that  the  fat  accumulated  in  the  liver  after  the 
poisoning  was  fat  transported  from  the  fat  deposit. 

If  the  amount  of  fat  in  the  liver  is  increased  by  an  infiltration,  the 
water  decreases  correspondingly,  while  the  quantity  of  the  other  solids 
remains  little  changed.  In  fatty  degeneration  this  is  different.  In  this 
process  the  fat  is  formed  from  the  protoplasm  of  the  cell,  and  the  quantity 
of  the  other  solids  is  therefore  diminished,  while  the  amount  of  water  is  only 
slightly  changed.  To  illustrate  this  we  give  below  the  results  from  a 
normal  liver,  and  also  the  results  obtained  by  Peels  *  in  fatty  degeneration 
and  fatty  infiltration.     The  results  are  in  1000  parts. 

Water.  Fat.  Bemaining  Solids. 

Normal  liver 770  20-35               207-195 

Fatty  degeneration 816  87                      97 

Fatty  inSltratiou. 616-621  195-240             184-145 

The  composition  of  the  liver-fat  not  only  seems  to  be  different  in  differ- 
ent animals,  but  is  variable  under  different  conditions.  Thus  Noel-Patok 
found  that  the  liver-fat  in  man  and  several  animals  was  poorer  in  oleic  acid 
and  had  a  correspondingly  higher  melting-point  than  the  fat  from  the 
subcutaneous  connective  tissue,  while  EosBifFELD '  has  observed  the  reverse 
condition  on  feeding  dogs  with  mutton-fat.  Thiemich"  has  habitually 
found  in  children  a  higher  iodine  equivalent  for  the  fatty  acids  from  the 
fat  of  the  liver,  as  compared  with  the  fatty  acids  from  the  subcutaneous 
fatty  tissues,  -which  shows  that  the  liver-fat  is  richer  in  oleic  acid.  Prom 
his  investigations,  as  well  as  from  a  comparison  of  the  food-fat  and  the  fa,t 

1  Arcb.  de  Physiol.  (5),  Tome  10. 

^  Noel-Paton,  Jouru.  of  Physiol.,  Vol.  19 ;  Leo,  Zeitschr.  f.  Physiol.  Chem.,  Bd.  9  ; 
Eosenfeld,  see  Maly's  Jahresber.,  Bd.  25,  S.  44. 
»  Zeitschr.  f .  Iilin.  Med. ,  36. 
*  Centralbl.  f.  d.  med.  Wissensch.,  Bd.  11,  S.  101. 
'  Cited  from  Lummert,  Pflilger's  Arch.,  Bd.  71. 
«  Zeitschr.  f.  physiol.  Cbem.,  Bd.  26. 
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:froTu  the  snbcutaneons  connective  tissues  with  the  fat  from  fatty  livers  of 
diseased  infants,  he  has  also  concluded  that  in  the  latter  case  a  deposit  of 
iaX  from  the  subcataneona  tissues  takes  place,  and  not  fat  from  the  food. 

Lecithin  is  a  normal  constituent  of  the  liver,  and  amounts  to  about  33.5 
p.  m.  according  to  Noel-Paton.'  In  starvation  the  lecithin,  according  to 
NoEL-PATO]sr,  forms  the  greatest  part  of  the  ethereal  extract,  while  with 
food  rich  in  fat  it,  on  the  contrary,  forms  the  smallest  part.  Cholesterin 
only  occurs  in  small  quantities.  The  ethereal  extract  also  contains  a 
protagon-like  body,  jecoriii. 

Jecorin  was  first  found  by  Dbechsbl  ia  tlie  liver  of  a  horse,  and  also  in  the  liver  of 
a  dolpliiu,  and  later  by  Baldi  in  the  liver  and  spleen  of  other  animals,  in  the  muscles  and 
blood  of  the  horse,  and  in  the  human  brain.  It  coutains  sulphur  and  phosphorus,  but  its 
constitution  is  not  positively  known.  Jecorin  dissolves  iu  ether,  but  is  precipitated  from 
this  solution  by  alcohol.  It  reduces  copper  oxide,  and  it  solidifies  afler  boiling  with 
alkalies  to  a  gelatinous  mass.  Manasbb'  has  delected  glucose  as  osazon  in  tlie  carbo- 
hydrate complex  of  jecorin.  It  may  lead  to  errors  in  the  investigations  of  organs  or 
tissues,  for  it  can  easily  be  mistaken  for  lecithin  on  account  of  its  solubilities  and  because 
it  contains  phosphorus. 

Among  the  extractive  substances  besides  glycoge^i,  which  will  be  treated 
of  later,  we  find  rather  large  quantities  of  xantJmi  bodies.  Kossel  '  found 
in  1000  parts  of  the  dried  substance  1.97  p.  m.  guanin,  1.34  p.  m. 
hypoxanthin,  and  1.21  p.  m.  xanthin.  Adenin  is  also  contained  in  the 
liver.  In  addition  there  have  been  found  urea  and  uric  acid  (especially  in 
birds),  and  indeed  in  larger  quantities  than  in  the  lolood,  par  atactic  acid, 
leucin,  and  cystin.  In  pathological  cases  inosit  and  tyrosin  have  been 
detected.  The  occurrence  of  bile-coloring  mattem  in  the  liver-cell  under 
normal  conditions  is  doubtful;  but  in  retention  of  the  bile  the  cells  may 
absorb  the  coloring  matter  and  become  colored  thereby. 

The  mineral  bodies  of  the  liver  consist  of  phosphoric  acid,  potassium, 
sodium,  alkaline  earths,  and  chlorine.  The  potassium  is  in  excess  of  the 
sodium.  Iron  is  a  regular  constituent  of  the  liver,  but  it  seems  in  very 
variable  amounts.  Bunge  has  found  0.01-0.365  p.  m.  iron  in  the  blood- 
free  liver  of  young  cats  and  dogs.  This  was  calculated  on  the  liver  sub- 
stance freshly  washed  with  a  1^  NaCl  solution.  Calculated  on  10  kilos 
bodily  weight,  the  iron  in  the  livers  amounted  to  3.4-80.1  mgm.  Recent 
determinations  of  the  quantity  of  iron  in  the  liver  of  the  rabbit,  dog, 
hedgehog,  pig,  and  man  have  been  made  by  Guillbmonat  and  Lapicqtte.^ 

'  L.  c.     See  also  Hefler,  Arch.  f.  exp.  Palh.  u.  Pharm.,  Bd.  28. 

=  Drccbsel,  Ber.  d.  sachs.  Gesellsch.  d.  Wissensch.,  188C,  S.  44,  and  Zeitschr.  f. 
Biologic,  Bd.  33;  Baldi,  Du  Bois-Reymond's  Arch.,  1887.  Suppl.,  S.  100;  Manasse, 
Zeitschr.  f.  physiol.  Chem.,  Bd.  20.  On  account  of  the  recent  Investigations  of  Biug, 
-Centralbl.  f.  Physiol.,  Bd.  12,  it  Is  doubtful  whether  jecorin  is  not  only  a  mixture  of 
sugJir  and  lecithin. 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  8. 

*  Bunge,  ibid.,  Bd.  17,  S.  78;  Guillcmonat  and  Lapicque,  Compt.  rend,  de  Soc.  biol.. 
Tome  48,  and  Arch,  de  Physiol.  (5),  Tome  8. 
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The  variation  was  great  in  human  beings.  In  men  the  quantity  of  iron  in 
the  blood-free  liver  (blood-pigment  subtracted  in  the  calculation)  was 
regularly  more,  and  in  women  less,  than  0.20  p.  m.  (calculated  on  the  fresh 
moist  organ).     Above  0.5  p.  m.  is  considered  as  pathological. 

The  quantity  of  iron  in  the  liver  can  be  increased  by  iron  remedies,  as 
also  by  inorganic  iron  salts.  The  quantity  of  iron  may  also  be  increased  by 
an  abundant  destruction  of  red  blood-corpuscles  or  by  an  abundant  supply 
of  dissolved  haemoglobin  in  which  also  a  supply  of  iron  combinations, 
derived  from  the  blood-pigments,  from  other  organs,  such  as  the  spleen  and 
marrow,  to  the  liver,  seem  to  take  place.'  A  destruction  of  blood-pigments, 
with  a  splitting  off  of  combinations  rich  in  iron,  seems  to  take  place  in  the 
liver  in  the  formation  of  the  bile-pigments.  Even  in  invertebrates,  which 
have  no  hasmoglobin,  the  so-called  liver  is  rich  in  iron,  from  which  Dastre 
and  Floresco'  conclude  that  the  quantity  of  iron  in  the  liver  of  inverte- 
brates is  entirely  independent  of  the  decomposition  of  the  blood-pigment,, 
and  in  vertebrates  it  is  in  part  so.  According  to  these  authors  the  liver 
has,  on  account  of  the  quantity  of  iron,  a  specially  important  oxidizing 
function,  which  they  call  the  "  fonction  martiale  "  of  the  liver. 

The  richness  of  the  liver  of  new-born  animals  in  iron  is  of  special 
interest;  a  condition  which  follows  from  the  analyses  of  St.  Zaleski,  but 
especially  studied  by  KEuaER,  Meyee,  and  Pernou.  In  oxen  and  cows 
they  found  0.346-0.376  p.  m.  iron  (calculated  on  the  dry  substance),  and 
in  the  cow-foetus  about  ten  times  as  much.  The  liver-cells  of  a  calf  a  week 
old  contain  about  seven  times  as  much  iron  as  the  full-grown  animal;  the 
quantity  sinks  in  the  first  four  weeks  of  life,  when  it  about  reaches  the 
same  amount  as  in  the  grown  aninial.  Lapicqub'  has  also  found  that  in 
rabbits  the  quantity  of  iron  in  the  liver  steadily  diminishes  from  the  eighth 
day  to  three  months  after  birth,  namely,  from  10  to  0.4  p.  m.,  calculated 
on  the  dry  substance.  "  The  foetal  liver-cells  bring  an  abundance  of  iron 
into  the  world  to  be  used  up,  within  a  certain  time,  for  a  purpose  not  well 
known.",  A  part  of  the  iron  exists  as  phosphate,  and  the  greater  part  in 
combination  in  the  ferruginous  protein  bodies  (St.  Zaleski). 

Kruger  '  has  determined  the  quantity  of  calcium  in  full-grown  oxen 
and  calves,  and  finds  respectively  0.71  p.  m.  and  1.33  p.  m.  of  the  dried" 
substance.  In  the  foetus  of  the  cow  it  is  lower  than  in  calves..  During 
pregnancy  the  iron  and  calcium  in  the  foetus  are  antagonistic;  namely,  an 
increase  in  the  quantity  of  calcium  in  the  liver  causes  a  diminution  in  the 

'  See  Lapicque,  Corapt.  rend.,  Tome  134,  and  Schurig,  Arcb.  f.  exp.  Path.  u. 
Pharm.,  Bd.  41. 

»  Arch,  de  Physiol.  (5),  Tome  10. 

'  St.  Zaleski,  1.  c.;  Kruger  unci  collaborators,  Zeitschr.  f.  Biologie,  Bd.  27;  Lapicque,. 
Maly's  Jahresber.,  Bd.  20. 

^  Zeitschr.  f.  Biologie,  Bd.  31. 
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iron,  and  an  increase  in  the  iron  causes  a  decrease  in  the  calcium.  Copper 
seems  to  be  a  physiological  constituent.  Foreign  metals,  snch  as  lead, 
zinc,  and  others  (also  iron),  are  easily  taken  up  and  retained  for  a  long  time 
by  the  liver. 

Y.  BiBKA  '  found  in  the  liver  of  a  young  man  who-  had  suddenly  died 
762  p.  m.  water  and  238  p.  m.  solids,  consisting  of  25  p.  m.  fat,  152  p.  m. 
proteid,  gelatin-forming  and  insoluble  substances,  and  61  p.  m.  extrac- 
tive substances. 

Glycogen  and  its  Formation. 

Glycogen  was  discovered  by  Beei^aed  and  Hensen  independently  of 
each  other.  It  is  a  carbohydrate  closely  related  to  the  starches  or  dextrins, 
with  the  general  formula  C,H,„Oj,  perhaps  6(CJI„0J  -f-  H^O  (Kulz  and 
Boentragee).  The  largest  quantities  are  found  inthe  liver  of  full-grown 
animals,  and  smaller  quantities  in  the  muscles  (Beenaed,  Nassb'').  It  ig 
found  in  very  small  quantities  in  nearly  all  tissues  of  the  animal  body.  Its 
occurrence  in  lymphoid  cells,  blood,  and  pus  has  been  mentioned  in  a 
previous  chapter,  r.nd  it  seems  to  be  a  regular  constituent' of  all  cells  capable 
of  development.  Glycogen  was  first  shown  to  exist  in  embryonic  tissues  by 
Beestaei)  and  Kuhxe,  and  it  seems  on  the  whole  to  be  a  constituent  of 
such  tissues  in  which  a  rapid  cell-formation  and  cell-development  is  taking 
place.  It  is  also  present  in  rapidly  forming  pathological  swellings  (Hoppe- 
Seylee).  Certain  animals,  as  certain  mussels,  are  very  rich  in  glycogen 
(Bizio ').  Glycogen  also  occurs  in  the  plant  kingdom,  especially  in  many 
fungi. 

The  quantity  of  glycogen  in  the  liver,  as  also  in  the  muscles,  depends 
essentially  upon  the  food.  In  starvation  it  disappears  nearly  completely 
after  a  short  time,  but  more  rapidly  iu  small  than  in  large  animals, 
and  it  disappears  earlier  from  the  liver*  than  from  the  muscles.  After 
partaking  of  food,  especially  when  rich  in  carbohydrates,  the  liver  be- 
comes rich  again  in  glycogen,  the  greatest  increment  occurring  14  to  ]G 
hours  after  eating  (Kulz').  The  quantity  of  liver-glycogen  may  amount 
to  120-160  p.  m.  after  partaking  of  large  quantities  of  carbohydrates. 
Ordinarily  it  is  considerably  less,  namely,  12-30  to  40  p.  m.     According  to 

'  See  V.  Goiup-Besanez,  Lebrbuch,  4.  Aufl.,  S.  711. 

2  CI.  Beiuard,  Coinpt.  rend.,  Tome  44,  p.  57b  ;  and  Heusen,  Viicbow's  Aicb.,  Bd. 
11,  S.  395;  Killz  and  Borntiilger,  PflUgev's  Arch.,  Bd.  24,  S.  19;  Nasse,  ibid.,  Bd.  3, 
S.  97. 

a  Bernard,  Compt.  rend,.  Tome  48;  Klllinc,  Lehrbiicb  d.  pbysiol.  Cbem.,  S.  307; 
Hoppe-Seyler,  PflUger's  Arcli.,  Bd.  7,  S.  409  ;  Bizio,  Compt.  rend,,  Tome  63. 

*  See  Aldehoff,  Zeitscliv.  f.  Biologic,  Bd.  35,  wliicb  contains  a  summary  of  the  liter- 
ature.    Hergenhabn,  ibid.,  Bd.  37. 

'  Pflilger's  Arcli.,  Bd.  24.  Tbis  important  article  contains  nnmerous  data  in  regard 
to  the  literature  of  glycogen. 
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Ckemek  '  the  quantity  of  glycogen  in  plants  (yeast-cells)  is,  as  in  animals, 
dependent  upon  the  food.  Kacoxdimg  to  him  the  yeast-cells  contain  gly- 
cogen, which  disappears  from  the  cells  in  the  auto-fermentation  of  the  yeast, 
but  reappears  on  the  introduction  of  the  cells  itito  a  sugar  solution. 

The  quantity  of  glycogen  of  the  liver  (and  also  the  muscles)  is  also 
dependent  upon  rest  and  activity,  because  during  rest,  as  in  hibernation,  it 
increases,  and  daring  work  it  diminishes.  KuLZ  has  shown  that  by  Lard 
work  the  quantity  of  glycogen  in  the  liver  (of  dogs)  is  reduced  to  a 
minimum  in  a  few  hours.  The  mnscle-glycogeu  does  not  diminish  to  the 
same  extent  as  the  liver-glycogen.  Kulz  ^  was  able  to  completely  consume 
the  liver-  as  well  as  the  mascle-glycogen  of  a  rabbit  in  3-5  hours  by  qual- 
ified strychnin  poisoning.' 

Glycogen  forms  an  amorphous,  white,  tasteless,  and  inodorous  powder. 
It  gives  an  opalescent  solution  with  water  which,  when  allowed  to  evaporate 
on  the  water-bath,  forms  a  pellicle  over  the  surface  that  disappears  again  on 
cooling.  The  solution  is  dextrogyrate,  (a;)D  =  -|-  196°. 63  (Huppeet*). 
The  specific  rotatory  power  is  given  somewhat  differently  by  various  inves- 
tigators. A  solution  of  glycogen,  especially  on  the  addition  of  NaCl,  is 
colored  wine-red  by  iodine.  It  may  hold  copper  oxyliydrate  in  solution  in 
alkaline  liquids,  but  does  not  reduce  it.  A  solution  of  glycogen  in  water  is 
not  precipitated  by  potassium-mercuric  iodide  and  hydrochloric  acid,  but  is 
precipitated  by  alcohol  (on  the  addition  of  NaCl  when  necessary)  or 
aminoniacal  basic  lead  acetate.  It  gives  a  white  granular  precipitate  of 
benzoyl  glycogen  with  benzoyl  chloride  and  caustic  soda.  Glycogen  is  com- 
pletely precipitated  by  saturating  its  solution  at  ordinary  temperatures  with 
magnesium  or  ammonium  sulphate.  It  is  not  precipitated  by  sodium 
chloride  or  half  saturating  with  ammonium  sulphate  (Nasse,  Neumeistek, 
Hallibuktox,  Young  °).  Glycogen  is  not  decomposed  on  prolonged 
boiling  with  dilute  caustic  potash,  but  it  seems  to  be  changed  slightly 
(ViNTSCHGAU  and  Dietl').  By  diastatic  enzymes  glycogen  is  converted 
into  maltose  or  dextrose,  depending  upon  the  nature  of  the  enzyme.  It  is 
transformed  into  dextrose  by  dilute  mineral  acids.  According  to  Tebb,' 
various  dextrins  appear  as  intermediary  steps  in  the  saccharificati.on  of 
glycogen,  depending  on  whether  the  hydrolysis  is  caused  by  mineral  acids 
or  enzymes. 

>  Zeitschi-.f.  Biologic,  Bd.  31. 

=  PIlLlger's  Arch.,  Bd.  24,  and  "  BeitrSge  zur  Kenntniss  des  Glyliogens."  C.  Lud- 
wig's  Festscbrift.     Marburg,  1891. 

'  In  regard  to  the  action  of  experimental  bile-stoppage  on  the  quantitj'  of  glycogen 
in  the  liver,  see  Reusz,  Arch.  f.  cxp.  Path.  u.  Pharm.,  Bd.  41. 
■*  ZeitscliT.  f.  pliysiol.  Chora.,  Bd.  18. 

'  See  Young,  Jouvn.  of  Physiol.,  Vol.  32,  where  the  other  investigators  are  cited. 
«  Pfluger's  Arch.,  Bd.  13,  S.  253. 
;        'Jourii.  of  Physiol.,  Vol.  22. 


PREPARATION  OF  GLYCOGEN.  213 

The  preparation  of  pure  glycogen  (simplest  from  the  liver)  is  generally- 
performed  by  the  method  suggested  by  Brucke,  of, which  the  main  points 
are  the  following:  Immediately  after  the  death  of  the  animal  the  liver  is 
thrown  into  boiling  water,  then  finely  divided  and  boiled  several  times  with 
fresli  water.  The  filtered  extract  is  now  sufficiently  concentrated,  allowed 
to  cool,  and  the  proteids  removed  by  alternately  adding  potassium-mercuric 
iodide  and  hydrochloric  acid.  The  glycogen  is  precipitated  from  the 
filtered  liquid  by  the  addition  of  alcohol  until  the  liquid  contains  60  vols, 
per  cent.  The  glycogen  is  first  washed  on  the  filter  with  60^  and  then 
with  95^  alcohol,  then  treated  with  ether  and  dried  over  sulphuric  acid. 
It  is  always  contaminated  with  mineral  substances.  To  be  able  to  extract 
the  glycogen  from  the  liver  or,  especially,  from  muscles  and  other  tissues 
completely,  which  is  essential  in  a  quantitative  estimation,  these  parts  must 
first  be  boiled  for  a  few  hours  with  a  dilute  solution  of  canstic  potash,  say 
4  gms.  KOH  to  100  gms.  liver  and  400  c.c.  water. 

The  quantitative  estimation  is  best  performed  according  to  the  described 
method  of  Beucke-Kulz."  It  is  to  be  observed  that  it  is  necessary  to  heat 
the  liver  for  2-3  hours  and  muscle  4-8  hours  with  caustic-potash  solution. 
This  liquid  must  not  be  concentrated  too  far,  and  must  not  contain  more 
than  2%  caustic  potash.  It  is  neutralized  by  hydrochloric  acid  and  precipi- 
tated by  the  alternate  addition  of  potassium-mercuric  iodide  and  hydro- 
chloric acid.  The  precipitate  must  be  removed  from  the  filter  at  least  four 
times,  suspended  in  water  with  the  addition  of  a  few  drops  HCl  and 
potassium-mercuric  iodide,  and  refiltered  so  that  all  the  glycogen  is  obtained 
in  the  filtrates.  These  are  then  precipitated  with  double  their  volume  of 
alcohol,  filtered  after  12  hours,  the  precipitate  dissolved  in  a  little  warm 
water,  treated  on  cooling  with  HCl  and  potassium-mercuric  iodide,  filtered, 
and  the  filtrate  again  precipitated  with  alcohol.  Filter  and  carefully  wash 
the  contents  of  the  filter  with  alcohol  and  ether,  dry,  weigh,  and' incinerate 
to  determine  the  quantity  of  ash  present.  It  is  to  be  recommended  to 
always  tct  for  nitrogen  in  a  weighed  part  of  the  dried  and  weighed  precipi- 
tate. If  it  contains  nitrogen,  another  weighed  part  is  boiled  with  dilute 
acid  and  converted  into  sugar,  which  is  determined  by  titration. 

It  sometimes  happens  that  the  liquid,  after  complete  precipitation  of  the 
proteids  with  HCl  and  potassium-mercuric  iodide,  js  cloudy  and  does  not 
filter  clear.  In  this  case  add  2-2^  vols.  95^  alcohol  according  to  Pfluoee's  " 
suggestion.  After  the  liquid  becomes  clear  and  the  precipitate  has  settled 
it  can  be  filtered.  The  precipitate  is  dissolved  in  a  %%  caustic-potash  solu- 
tion and  again  precipitated  by  hydrochloric  acid  and  potassium-niercuric 
iodide.     Then  proceed  as  above  described. 

We  must  refer  the  reader  to  the  original  communications  in  regard  to 
the  modifications  of  the  above  methods  as  suggested  by  Salkowski  and 
Austin  and  Pflugee,  and  also  Huizinga's  and  Feankel's  "  methods. 

Besides  glycogen  Seegen  *  finds  in  the  liver  another  carbohydrate  which 

'  Sei"  R.  Klllz,  Zeitschr.  f.  Biologie,  Bd.  22,  S.  161. 

'  PflOfjer's  Arch.,  Bdd.  S-T  iiud  55. 

=  Austin,  Virdiow's  AicU.,  Bd.  150;  Ptitiger  in  PflUger's  Arch.,  Bd.  71,  S.  320; 
Huizing',  Udd.,  Bd.  61;  Pi-ankel,  ibid.,  Bdd.  52  and  55.  See  also  Weidenbaum,  tbid., 
Bdd.  54  and  55. 

*  Centralbl.  f.  Physiol.,  Bd.  12. 
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is  soluble  in  water,  has  a  reducing  action,  and  which  he  designates  "  liver- 
dextrin."  On  heating  with  dilute  hydrochloric  acid  in  a  sealed  tube  it  is 
transformed  into  glucose.  On  treating  the  liver,  according  to  the  Bkucke- 
KuLZ  method,  this  body  goes  into  solution  and  is  only  precipitated  to  a 
slight  extent  with  the  glycogen.  Complete  precipitation  only  takes  place 
in  the  presence  of  90^  alcohol  or  above. 

Numerous  investigators  have  endeavored  to  determine  the  origin  of 
glycogen  in  the  animal  body.  It  is  positively  established  by  the  unanimous 
observations  of  many  investigators '  that  the  varieties  of  sugars  and  their 
anhydrides,  dextrins  and  starches,  have  the  property  of  increasing  the 
quantity  of  glycogen  in  the  body.  The  action  of  inulin  seems  to  be  some- 
what uncertain."  The  statements  are  somewhat  disputed  in  regard  to  the 
action  of  the  pentoses.  Ceemer  found  that  various  pentoses,  such  as 
rhamnose,  xylose,  and  arabinose,  have  a  positive  influence  on  the  glycogen 
formation  in  rabbits  and  hens,  and  SalkOwski  obtained  the  same  result 
on  feeding  rabbits  and  a  hen  on  arabinose.  Febntzbl  found,  on  the 
contrary,  no  glycogen  formation  on  feeding  xylose  to  a  rabbit  which  had 
previously  been  made  glycogen-free  by  strychnin  poisoning.' 

The  hexoses,  and  the  carbohydrates  derived  therefrom,  do  not  all 
possess  the  ability  of  forming  or  accumulating  glycogen  to  the  same  extent. 
Thus  C.  VoiT  *  and  his  pupils  have  shown  that  dextrose  has  a  more  powerful 
action  than  cane-sugar,  Avhile  milk-sugar  acts  disproportionately  less  (in 
rabbits  and  hens)  than  dextrose,  Isevulose,  cane-sugar,  and  maltose.  The 
following  substances  when  introduced  into  the  body  also  increase  the 
quantity  of  glycogen  in  the  liver:  glycerin,  gelatin,  arhntin,  and  also,  ^ 
according  to  the  investigations  of  Kulz,  erythrit,  quervit,  dulcit,  mannit, 
inosit,  allyl  and  crotyl  alcohols,  glycuronic  anhydride,  saccharic  acid,  mucic 
acid,  sodium  tartrate,  sacchariyi,  isosaccharin,  and  iirea.  Ammonium 
carbonate,  glycocoll,  and  asparagin  may  also,  according  to  Kohmann,  cause 
an  increase  in  the  amount  of  glycogen  in  the  liver.  According  to  Nebel- 
THAU  other  ammonium  salts  and  certain  amides,  also  certain  narcotics, 
hypnotics,  and  antipyretics,  produce  an  increase  in.  the  glycogen  of  the 
liver.  This  action  of  the  antipyretics  (especially  antipyrin)  had  been  shown 
by  Lepine  and  Portebet.' 

'  lu  reference  to  the  literature  on  this  subject  see  E.  Ktilz,  Pfluger's  Arch.,  BU.  34, 
and  Ludwig- Festschrift,  1891;  Wolfflberg,  Zeitschr.  f.  Btologie,  Bd.  12,  and  C.  Voit, 
iUd.,  Bd.  38,  S.  345. 

'  See  Miura,  Zeitschr.  f.  Biologie,  Bd.  33. 

3  Cremer,  Zeitschr.  f.  Biologie,  Bd.   39,  8.   536  ;    Salkowski,  Centralbl.  f.  d.  med. 
Wissensch.,  1893,  No,  11;  Frentzel,  PflUger's  Arch.,  Bd.  56. 
.     ■*  Zeitschr.  f.  Biologie,  Bd.  38. 

'  ROhmaun,  Pfliigcr's  Arch.,  Bd.  89  ;  Nebelthau,  Zeitschr.  f.  Biologie,  Bd.  38;  Por- 
teret,  Compt.  rend..  Tome  106. 
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The  fats,  notwithstanding  the  above-mentioned  action  of  glycerin,  have 
410  action  on  the  quantity  of  glycogen  in  the  liver,  according  to  the  state- 
ments of  most  investigators.  According  to  Couveeue'  the  glycogen  is 
increased  at  the  expense  of  the  fat  in  the  silk-worm  larva  as  it  changes  into 
a  chrysalis.  The  views  in  regard  to  the  action  of  proteids  have  been  very 
contradictory  in  the  past.  It  is  undoubtedly  settled  from  many  observa- 
tions that  the  proteids  also  -increase  the  liver-glycogen.  Amongst  these 
observations  we  must  include  certain  feeding  experiments  with  boiled  beef 
(NAUifYN)  or  blood-fibrin  (v.  Meeing),  aud  especially  the  very  careful 
experiments  made  by  E.  KiJLZ  on  hens  with  pure  proteids,  such  as  casein, 
seralbumin,  and  ovalbumin.  Wolffbeeg'  has  also  shown  that  a  more 
abundant  accumulation  of  glycogen  takes  place  after  feeding  with  proteids 
and  carbohydrates  in  proper  proportions  than  with  jarbohydrate  food  alone 
with  only  a  little  proteid. 

If  we  raise  the  question  iis  to  the  action  of  the  various  bodies  in  the 
:accumulation  of  glycogen  in  the  liver  we  must  call  to  mind  that  a  forma- 
tion of 'glycogen  takes  place  in  this  organ,  and  also  a  consumption  of  the 
same.  An  accumulation  of  glycogen  may  be  caused  by  an  increased  forma- 
tion of  glycogen,  but  also  by  a  diminished  consumption,  or  by  both. 

We  do  not  know  how  all  the  above-mentioned  various  bodies  act  in  this 
regard.  Certain  of  them  probably  have  a  retarding  action  on  the  transfor- 
mation of  glycogen  in  the  liver,  while  others  perhaps  are  more  combustible 
.and  in  this  way  protect  the  glycogen.  Some  probably  excite  the  liver-cells 
to  a  more  active  glycogen  formation,  while  others  yield  material  from  which 
the  glycogen  is  formed  and  are  glycogen- formers  in  the  true  sense  of  the 
word.  The  knowledge  of  these  last-mentioned  bodies  is  of  the  greatest 
importance  in  the  question  as  to  the  origin  of  glycogen  in  the  animal  body, 
cand  the  chief  interest  attaches  itself  to  the  question,  to  what  extent  are  the 
two  chief  groups  of  food,  the  proteids  and  carbohydrates,  glycogen-formers  ? 

The  great  importance  of  the  carbohydrates  in  the  formation  of  glycogen 
has  given  rise  to  the  opinion  that  the  glycogen  in  the  liver  is  produced  from 
■other  carbohydrates  (glucose)  by  a  synthesis  in  which  water  separates  with 
the  formation  of  an  anhydride  (Luchsingee  and  others).  This  theory 
(anhydride  theory)  has  found  opponents  because  it  neither  explains  the 
iormation  of  glycogen  from  such  bodies  as  proteids,  carbohydrates,  gelatin, 
and  others,  nor  the  circumstance  that  the  glycogen  is  always  the  same 
independent  of  the  properties  of  the  carbohydrate  introduced,  whether  it  is 
■dextrogyrate  or  Isvogyrate.  It  is  therefore  the  opinion  of  many  investigators 
that  all  glycogen  is  formed  from  proteid,  and  that  this  splits  into  two  parts. 


-  '  Compt.  rend,  de  Soc.  biol..  Tome  47. 
'  Kulz,  cited  Festschrift,  wliere  tbe  other  iuvestigiitions  may  be  be  found;  Wolft'berg, 
Zeitscbr.  f.  Biolosie,  Bd.  16.  __ 
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one  containing  nitrogen  and  tlie  other  being  free  from  nitrogen :  tlie  latter  is 
the  glycogen.  According  to  these  views,  the  carbohydrates  act  only  in  that 
they  spare  the  proteidand  the  glycogen  produced  therefrom  {sparing  theory 
of  Weiss,  "Wolffbeeg,  and  others'). 

In  opposition  to  this  theory  C.  and  E.  Voit"  and  their  pnpiis  have 
shown  that  the  carbohydrates  are  "  true  glycogen-formers. "  After  partak- 
ing of  large  quantities  of  carbohydrates  the  amount  of  glycogen  stored  np 
in  the  body  is  sometimes  so  great  that  it  cannot  be  covered  by  the  proteids 
decomposed  during  the  same  time,  and  in  these  cases  we  must  admit  of  a 
glycogen  formation  from  the  carbohydrates.  The  three  ordinary  mono- 
saccharides and  disaccharides  are  true  glycogen-formers.  Lactose  and  cane- 
sugar  when  injected  subcutaneously  reappear  nearly  entirely  in  the  urine 
(Dastee,  Fe.  Voit),  arid  they  must  tlierefore  first  undergo  an  inversion  ia 
the  intestinal  canal  before  they  form  glycogen.  Maltose,  which  is  also  split 
in  the  blood,  passes  only  slightly  into  the  urine  (Dastee  and  Bou.rquelot, 
and  others),  and  it  can  therefore,  like  the  monosaccharides,  be  of  value  in 
the  formation  of  glycogen  even  after  subcutaneous  injection  (Fe.  Voit'). 

There  is  no  doubt  that  feeding  with  pure  proteids  leads  to  an  accumula- 
tion of  glycogen,  and  at  the  present  time  we  must  admit  that  glycogen  can 
be  formed  from  proteids  as  well  as  from  carbohydrates. 

The  manner  in  which  glycogen  is  formed  from  proteids  is  not  known. 
The  view  held  by  certain  investigators  that  carbohydrates  split  off  directly 
from  the  genuine  proteids  has  this  foundation,  that  certain  investigators, 
especially  Pavy,  have  been  able  to  split  oli  carbohydrate  groups  from 
proteids.  As  it  is  doubtful  whether  such  a  carbohydrate  can  be  derived 
from  actually  pure  proteid  uncontaminated  with  glycoproteids,  and  also  as 
such  proteids  as  casein,  from  which  no  carbohydrate  can  be  prepared,  cause 
an  accumulation  of  glycogen,  we  must  for  the  present  explain  the  formation 
of  glycogen  from  proteids  simply  by  the  assumption  that  a  carbohydrate 
^roup  is  split  off.  PFLtfGER's^  theory  is  therefore  often  cited  to  explain 
the  formation  of  glycogen.  According  to  this  theory  the  glycogen  is  formed 
by  a  complex  cleavage  of  the  proteid  accompknied  by  a  synthesis. 

Like  the  carbohydrates  in  general,  glycogen  has  without  any  doubt  a 
great  importance  in  the  formation  of  heat  and  development  of  energy  in 
the  animal  body.  The  possibility  of  the  formation  of  fat  from  glycogen 
cannot  be  denied."     Glycogen  is  generally  considered  as  accamulated  reserve 

•See  Wolffberg,  !.  c,  in  regard  to  these  two  tlieoiies. 

»  E.  Voit,  Zeitscbr.  f.  Biologie,  Bd.  35,  S.  543,  iind  C.  Voit,  ibid.,  Bd.  28.  See  also 
Kauscli  and  Socin,  Arch.  f.  exp.  Path.  u.  Pharm  ,  Bd.  31. 

'  Dastre,  Arch,  de  Physiol.  (5),  Tome  3,  1891;  Dastre  and  Bourquelot,  Compt.  rend., 
Tome  98;  Fritz  Voit,  Verhandl.  d.  Gesellsch.  f.  Morph.  u.  Physiol,  in  MUnchen,  1896, 
und  Deutsch.  Arch.  f.  klin.  Med.,  Bd.  58. 

*  PflQger's  Arch.,  Bd..42. 

'  See  especially  Noel-Paton,  Journ.  of  Physiol.,  Vol.  19. 
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food  ill  the  liver  and  formed  in  the  liver-cells.  Where  does  the  glycogen 
existing  in  the  other  organs,  such  as  the  muscles,  originate  ?  Is  the 
glycogen  of  the  muscles  formed  on  the  spot,  or  is  it  transmitted  to  the 
muscles  by  the  blood  ?  These  questions  cannot  yet  be  answered  with  posi- 
tiveness,  and  the  investigations  on  this  subject  by  different  experimenters 
have  given  contradictory  results.  The  later  experiments  of  Kulz,'  in  which 
he  studied  the  glycogen  formation  by  passing  blood  containing  cane-sugar 
through  the  muscle,  has  led  to  no  conclusive  results.  Still  the  formation, 
of  glycogen  from  sugar  in  the  muscles  is  probable.  There  is  no  doubt  that 
glycogen  is  formed  in  the  muscles  during  embryonic  life. 

If  we  consider  that  the  blood  and  lymph  contain  a  diastatic  enzyme 
■which  transforms  glycogen  into  sugar,  and  also  that  the  glycogen  regu- 
larly occurs  in  the  form-elements  and  is  not  dissolved  in  the  fluids,  it  seems 
probable  that  the  glycogen  is  not  transmitted  by  the  blood  to  the  organs  in 
solution,  but  perhaps  more  likely,  if  the  leucocytes  do  not  act  as  carriers, 
is  formed  on  the  spot  from  the  sugar."  The  glycogen  formation  seems  to 
be  a  general  function  of  the  cells.  In  adults  the  liver,  which  is  very  rich 
in  cells,  has  the  property,  on  account  of  its  anatomical  position,  of  trans- 
forming large  quantities  of  sugar  into  glycogen. 

The  question  now  arises  whether  there  is  any  foundation  for  the  state- 
ment that  the  liver-glycogen  is  transformed  into  sugar. 

As  first  shown  by  Bernard  and  repeated  by  many  investigators,  the 
glycogen  in  a  dead  liver  is  gradually  changed  into  sugar,  and  this  sugar 
formation  is  caused,  as  Bernard  supposed  and  Arthus  and  Huber,  and 
recently  Pavt,'  proved,  by  a  diastatic  enzyme.  This  post-mortem  sugar 
formation  led  Bernard  to  the  assumption  of  the  formation  of  sugar  from 
glycogen  in  the  liver  during  life.  Bernard  suggested  the  following  argu- 
ments for  this  theory:  The  liver  always  contains  some  sugar  under  physio- 
logical conditions,  and  the  blood  from  the  hepatic  vein  is  always  somewhat 
richer  in  sugar  than  the  blood  from  the  portal  vein.  The  correctness  of 
either  or  both  of  these  statements  has  been  disputed  by  many  investigators. 
Pavy,  Eitter,  Schiff,  Eulenberg,  Lussana,  Abeles,  and  others  deny 
the  occurrence  of  sugar  in  the  liver  during  life,  and  the  greater  amount 
of  dextrose  in  the  blood  from  the  hepatic  vein  is  likewise  disputed  by  them 
and  certain  other  investigators.' 

•  See  Minkowski  and  Luwes,  Arch.  f.  exp.  Patli.  u.  Pharni.,  Bd.  83;  Killz,  Zeitscbr. 
f.  Biologie,  Bd.  37. 

'  See  Dastre,  Compt.  rend,  de  Soc.  biol.,  Tome  47,  p.  280,  and  Kaufmann,  ibid.,  p. 
316. 

'Arthus  and  Huber,  Arch,  de  Physiol.  (5),  Tome  4,  p.  659;  Pavy,  Journal  of 
Physiol.,  Vol.  22. 

*  In  regard  to  the  literature  on  s\igar  formation  in  the  liver  see  Bernard.  I  e9ons  siir 
le  diabfite.  Paris,  1877;— Seegcn,  Die  Zuckerbildung  im  TierkOrper.  Berlin,  1890; — 
M.  Bial,  PflUger's  Arch.,  Bd.  55,  S.  484. 
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The  doctrine  as  to  the  physiological  formation  of  sugar  in  the  liver  has 
obtained  an  energetic  advocate  in  Seegen.  He  maintains,  after  numerous 
experiments,  that  the  liver  regularly  contains  considerable  amounts  of  sugar. 
He  has  observed  an  increase  of  3^  in  the  quantity  of  dextrose  in  the  liver  of 
a  dog  kept  alive  by  passing  arterial  blood  through  the  organ,  and  lastly  he 
has  also  found  in  a  very  great  number  of  experiments  on  dogs  that  the  blood 
from  the  hepatic  vein  always  contains  more — even  double  as  much — sugar 
than  the  blood  from  the  portal  vein.  Mossb  and  Zuntz  '  have  recently 
made  objections  as  to  the  correctness  of  this  last  statement,  and  it  follows 
from  the  various  researches  on  this  question  that  when  disturbing  influ- 
ences are  prevented  the  blood  from  the  hepatic  vein  is  only  very  little  richer 
in  sugar  than  the  blood  from  the  portal  vein.  Bing  '  has  not  been  able  to 
■detect  an  appreciable  difference  in  the  quantity  of  reducing  substance  in 
the  portal  vein  as  compared  to  the  hepatic  vein.  Seegen's  assumption 
of  the  formation  of  sugar  from  proteid  or  fat  in  the  liver  has  been  tested 
by  ZuiTTZ  and  CAVAZZAiiri.°  In  no  case  could  they  find  a  greater  formation 
of  sugar  than  what  corresponded  to  the  glycogen  consumed. 

Although  Seegen  energetically  espouses  the  doctrine  of  Bernard  as  to 
the  vital  sugar  formation  in  the  liver,  still  it  deviates  essentially  from 
Bernard  in  that  he  claims  the  sugar  is  not  derived  from  the  glycogen. 
According  to  Seegen  the  sugar  is  formed  from  peptones  and  fat.  The 
observations  on  which  he  bases  this  view  seem  hardly  to  be  correct,  accord- 
ing to  the  control  experiments  made  by  many  investigators.  The  state- 
ment of  Lepinb  as  to  the  occurrence  of  an  enzyme  in  the  blood  which 
has  the  property  of  transforming  peptone  into  sugar  could  not  be  sub- 
stantiated.* 

The  formation  of  carbohydrate,  or  glucose  from  fat,  a  process  which 
undoubtedly  occurs  in  the  plant  kingdom,  is  also  admitted  for  the  animal 
body,  namely  by  French  experimenters,  especially  Chauveau  and  Kauf- 
MANN.  At  present  we  have  no  positively  conclusive  proof  for  such  a  view. 
The  recent  investigations  of  J.  Weiss  seem  to  show  a  formation  of  sugar 
from  fat  in  the  liver,  while,  on  the  contrary,  the  observations  of  Montuoki 
contradict  such  a  process.'     This  question  is  therefore  disputed. 

The  circumstance  that  the  blood-sugar  rapidly  sinks  to  ^-J  of  its  original 
quantity,  or  even  disappears  when  the  liver  is  cut  out  of  the  circulation, 

'  Seegen,  Die  Zuckerbildung,  etc.,  and  Centralbl.  f.  Physiol.,  Bd.  10,  S.  497  and 
833;  Zuntz,  ibid.,  S.  561;  Mosse,  Pflilger's  Arcb.,  Bd.  63. 

'  " UndersSgelser  over  reducerende  Substanser  i  Blodet."    KSbenhavu,  1899. 

,'  Aich.f.  Anat.  u.  Pbysiol.,  physiol.  Ablh.,  1898. 

*  See  Bial,  Pflttger's  Arcb.,  Bd.  55;  Lepine,  Compt.  rend..  Tomes  115  and  116.;  also 
A.  Cavazzani  and  A.  Luzzato,  Maly's  Jabresber.,  Bd.  24;  Paderi,  iUd. 

»  Kaufman n,  Arcb.  de  Physiol.  (5),  Tome  8,  where  Chauveau  is  also  cited;  Weiss^ 
Zeitscbr.  f.  pbysiol.  Chem.,  Bd.  34;  Montuori,  Maly's  Jabresber.,  Bd.  36. 
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speaks  for  a  vital  formation  of  sugar  in  the  liver  (Seegen,  Bock,  and 
Hopfmann;  Kaupmanst;  Tangl  and  Hakley).  In  geese  whose  livers 
were  removed  from  the  circulation  Minkowski  found  no  sugar  in  the  blood 
after  a  few  hours.  On  removing  the  liver  from  the  circulation  by  tying  all 
the  vessels  to  and  from  the  organ,  the  quantity  of  sugar  in  the  blood  on 
drawing  is  not  increased  (Schenck  ').  We  will  also  learn  shortly  of  certain 
poisons  and  operative  changes  which  may  cause  an  abundant  elimination  of 
sugar,  but  only  when  the  liver  contains  glycogen.  If  we  recall  the  fact 
shown  by  Eohmanit  and  Bial  that  the  lymph  as  well  as  the  blood  contains 
a  diastatic  enzyme,  then  several  reasbns  speak  for  the  view  of  Bernard 
that  the  post-mortem  formation  of  sagar  from  the  glycogen  in  the  liver  is  a 
continuation  of  the  vital  process.  Although  it  is  unanimous  that  the  post- 
mortem sugar  formation  is  produced  by  a  diastatic  enzyme,  still  several 
investigators,  such  as  Dastee  and  Noel-Paton,  and  E.  Cavazzani,'  are 
of  the  view  that  sugar  formation  is  not  caused  in  life  by  an  enzyme,  but  by 
a  vital  process  of  the  cell  protoplasm. 

The  relationship  of  the  sugar  eliminated  in  the  urine  under  certain  con- 
ditions, such  as  in  diabetes  mellitus,  certain  intoxications,  lesions  of  the 
nervous  system,  etc.,  to  the  glycogen  of  the  liver  is  also  an  important 
question. 

It  does  not  enter  into  the  plan  and  scope  of  this  book  to  discuss  in 
detail  the  various  \iews  in  regard  to  glycosuria  and  diabetes.  The  appear- 
ance of  dextrose  in  the  urine  is  a  symptom  which  may  have  essentially  differ- 
ent causes,  depending  upon  different  circumstances.  Only  a  few  of  the 
most  important  points  will  be  mentioned. 

The  blood  contains  always  about  an  average  of  1.5  p.  m.,  while  the 
urine  at  most  contains  only  traces.  When  the  quantity  of  sugar  in  the 
blood  rises  to  3  p.  m.  or  above,  then  sugar  passes  into  the  urine.  The 
kidneys  have  the  property  to  a  certain  extent  of  preventing  the  passage  of 
blood-sugar  into  the  urine;  and  it  follows  from  this  that  an  elimination  of 
sugar  in  the  urine  may  be  caused  partly  by  a  reduction  or  suppression  of 
this  above-mentioned  activity  and  partly  also  by  an  abnormal  increase  of  the 
quantity  of  sugar  in  the  blood. 

The  first  seems,  according  to  v.  Mering  and  Minkowski,  to  be  the 
case  in  phlorhizin  diabetes,  v.  Mering  has  found  that  a  strong  glycosuria 
appears  in  man  and  animals  on  the  administration  of  the  glncoside 
phlorhizin.     The  sugar  eliminated  is  not  derived  from  the  glncoside.     It  is 

'  Seegen,  Bock  and  Hoffmann,  see  Seegen,  1.  c. ,  S.  182-184;  Knnfmaiin,  Arch,  de 
Physiol.  (5),  Tome  8;  Taiigl  and  Hailej',  PflUgei's  Arch.,  Bd.  61;  Minkowski,  Arch.  f. 
^exp.  Pa'.h.  u.  Pharm.,  Bd.  21;  Schenck,  PflUger's  Arch.,  Bd.  57. 

5  E5hmann  and  Bial,  see  foot-note  3,  pnge  183;  Noel-Paton,  "On  Hepatic  Glyco- 
gfenesis,"  Phil.  Trans,  of  the  Roy.  Soc.  London,  Vol.  185,  and  Journ.  of  Physiol.,  Vol. 
32;  Ciivazzani,  Centralhl.  f.  Physiol.,  Bd.  8. 
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formed  in  the  animal  body,  and  in  fact,  at  least  on  prolonged  starvation, 
from  the  protein  substances  of  the  body.  According  to  Contejean  the  sugar 
is  partly  if  not  entirely  derived  from  the  fats,  but  according  to  the  investiga- 
tions of  LuSK  such  an  assumption  is  not  admissible.  When  sugar  is  formed 
from  proteid  3.8-2.86  parts  sugar  occur  for  every  1  part  nitrogen  in  the 
urine  (Minkowski  and  Chauveau)  ;  still  Conte.teait  found  a  considerably 
greater  quantity  of  sugar  in  phlorhizin  diabetes,  which  led  him  to  the  above 
view.  According  to  LusK  a  relatiyely  greater  quantity  of  sugar  is  elimi- 
nated the  first  day,  by  a  washing  out  of  the  sugar  present,  but  then  the 
relationship  of  2.8  :  1  occurs  and  the  sugar  formation  seems  actually  to  be 
derived  at  the  expense  of  the  proteids.  The  quantity  of  sugar  in  the  blood 
is  not  increased  but  rather  diminished  in  phlorhizin  diabetes  (Mikkowski), 
which  tends  to  show  that  an  abnormal  elimination  of  sugar  takes  place 
through  the  kidneys.  This  statement  is  disputed  by  certain  investigators, 
Levejtb  and  Payy,  and  the  question  is  sitll  unsettled.' 

With  the  exception  of  phlorhizin  diabetes,  which  is  dependent,  accord- 
ing to  the  ordinary  views,  upon  a  change  in  tlie  kidneys,  all  other  forms  of 
glycosuria  or  diabetes,  as  far  as  known  at  present,  depend  on  a  hyperglu- 
cmmia. 

A  hyperglucsemia  may  be  caused  in  various  ways.  It  may  be  caused, 
for  example,  by  the  introduction  of  more  sugar  than  the  body  can  destroy. 

Tlie  property  of  the  animal  body  to  assimilate  the  different  varieties  of 
sugar  has  naturally  a  limit.  If  too  much  sugar  is  introduced  into  the  intes- 
tinal tract  at  one  time,  so  that  the  so-called  assimilation  limit  (see  Chapter 
IX,  on  absorption)  is  overreached,  then  the  excess  of  absorbed  sugar 
passes  into  the  urine.  This  form  of  glycosuria  is  called  alimentary  glyco- 
suria,'' and  it  is  caused  by  the  passage  of  more  sugar  into  the  blood  than 
the  liver  and  other  organs  can  destroy. 

As  the  liver  cannot  transform  all  the  sugar  into  glycogen  which  comes 
to  it  in  alimentary  glycosuria,  it  is  possible  that  a  glycosuria  may  be  pro- 
duced also  under  pathological  conditions  even  by  a  medium  amount  of 
carbohydrate  (100  grms.  glucose)  which  a  healthy  person  could  overcome. 
This  is  the  case  among  others  in  various  affections  of  the  cerebral  system  and 

'  la  regard  to  the  literature  on  phlorhizin  diabetes  see:  v.  Meriiig,  Zellschr.  f.  klin. 
lied',  Bdd.  14  and  16;  Minkowski,  Arch.  f.  exp.  Piilh.  u.  Pharni.,  Bd.  31  ;  Morilz  and 
Prausnitz,  Zeitschr.  f.  Biologie,  Bdd.  37  and  29;  Kiilz  and  Wright,  ibid.,  Bd.  37,  S.  181; 
Cremer  and  Ritter,  Md.,  Bdd.  38  and  29;  Contejean,  Compt.  rend,  de  Soc.  biol..  Tome 
48;  Lnsk,  Zeitschr.  f.  Biologie,  Bd.  36;  Levene,  Journal  of  Physiol.,  Vol.  17;  Pavy, 
ibid..  Vol.  30. 

'  In  regard  to  alimentary  glycosuria  see  Moritz,  Arch.  f.  klin.  Med.,  Bd.  46,  which 
also  contains  the  older  lilerature;  B.  Rosenberg,  "Ueber  das  Vorkommen  der  alimen- 
taren  Glykosoria,"  etc.  (Inaug.-Dissert.  Berlin,  1897);  van  Oordt,  Miinch.  med.  "Wochen'- 
schr..  1898. 
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ia  certain  chronic  poisoning.     Seegeis^  includes  the  lighter  forms  of  diabetes 
in  this  class  of  glycosuria. 

We  differentiate  between  light  and  severe  forms  of  diabetes.  In  the 
first  the  urine  contains  sugar  only  when  carbohydrates  are  taken  as  food, 
while  in  the  other  case  the  urine  contains  sugar  even  with  food  entirely 
free  from  carbohydrates.  According  to  the  view  of  Seegek  and  others,  in 
light  forms  of  diabetes  tlie  liver  is  incapable  of  transforming  all  the  carbo- 
hydrates introduced  into  glycogen,  or  to  utilize  this  in  a  normal  way,  and 
the  activity  of  the  liver-cells  is  also  reduced  or  changed  in  these  cases. 

A  hyperglucaemia  which  passes  into  a  glycosuria  may  also  be  brought 
about  by  an  excessive  formation  of  sugar  from  the  glycogen  and  other  bodies 
within  the  animal  body. 

The  so-called  piqnre,  and  also  probably  those  glycosurias  which  occur 
after  other  lesions  of  the  nervous  system,  belong  to  the  above  group  of  glyco- 
surias. The  glycosuria  produced  on  poisoning  with  carbon  monoxide, 
curare,  strychnin,  niorphin,  etc.,  also  belongs  to  this  group.  That  the 
glycosuria  produced  in  these  cases  is  due  to  an  increased  transformation  of 
the  glycogen  follows  from  the  fact  that  no  glycosuria  appears,  under  the 
above-mentioned  circumstances,  when  the  liver  has  been  previously  made 
free  from  glycogen  by  starvation  or  other  means.  In  other  cases,  as  in 
carbon-monoxide  poisoning,  the  sugar  is  probably  derived  from  the  proteids, 
because  glycosuria  only  occurs  in  those  cases  where  the  poisoned  animal  has 
a  sufficient  quantity  of  proteid  at  its  disposal  (Straub  and  Eosensteik  '). 
Proteid  starvation  with  a  simultaneously  abundant  supply  of  carbohydrates 
causes  this  glycosuria  to  disappear. 

A  hyperglucaBmia  with  glycosuria  may  also  be  caused  by  a  decreased 
activity  of  the  animal  body  to  consume  or  destroy  the  sugar.  In  this  case 
the  sugar  must  accumulate  in  the  blood,  and  the  formation  of  severe  cases 
of  diabetes  mellitus  is  now  generally  explained  by  this  process. 

The  inability  of  diabetics  to  destroy  or  consume  the  sugar  does  not  seem 
to  be  connected  with  any  decrease  in  the  oxidation  energy  of  the  cells. 
Apart  from  the  fact  that  the  oxidation  processes  are  not  diminished  generally 
in  diabetics  (Schultzex,  Kencki  and  Sieber'),  it  mast  be  remarked 
that  the  two  varieties  of  sugar,  dextrose  and  Isevulose,  which  are  oxidized 
with  the  same  readiness,  act  differently  in  diabetics.  According  to  KuLZ 
and  other  investigators  Isevulose  is,  contrary  to  dextrose,  utilized  to  a 
great  extent  in  the  organism,  and  may  even  cause  a  deposit  of  glycogen 

'  See  Bock,  Pflttger's  Arch.,  Bd.  5;  Bock  and  Hoffmnnn,  Expt.  Studieu  Ubcr  Diabetes 
(Berlin,  1874).  CI.  Bernaid,  Le(;oiis  sur  le  diabfile  (Paris);  T.  Ai-aki,  Zeitsclir.  f.  physiol. 
Chem  ,  Bd.  15,  S.  351;  Stniub,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  38;  Roseuslein,  ibid., 

Bd.  40. 

'  Scbultzen,  Berl.  klin.  "Wocheuschr.,  1872  ;  Neiicki  and  Sieber,  Journ.  f.  prakt. 
Chem.  (N.  P  ),  Bd.  26,  S.  35. 
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in  the  li^er  in  animals  with  pancreas-diabetes  (Minkowski').  The  com- 
bustion of  proteid  and  fat  takes  place  as  in  healthy  subjects,  and  the  fat  is 
completely  burnt  into  carbon  dioxide  and  water.  In  this  diabetes  the 
ability  of  the  cells  to  utilize  especially  the  dextrose  sufEers  diminution,  and 
the  explanation  of  this  has  been  sought  in  the  fact  that  the  glucose  is  not: 
previously  split  before  combustion. 

According  to  Biedl  "  an  experimental  diabetes  can  be  produced  in  dogs 
by  the  exclusion  of  the  chyle  and  lymph  current  by  ligaturing  the  thoracic 
duct  or  by  leading  the  duct-lymph  to  the  outside. 

There  are  also  certain  investigators  who  consider  that  diabetes  is  due  to 
an  increased  production  of  sugar  in  the  liver — a  view  which  has  received 
some  support  in  the  artificially  produced  pancreas-diabetes  (Chauveau, 
Kaufmann,  Catazzani). 

The  investigations  of  Mjnkowski,  v.  Mering,  Domenicis,  and  later 
investigators"  have  shown  that  a  true  diabetes  of  a  severe  kind  is  caused 
by  the  total  extirpation  of  the  pancreas  of  many  m  im.ils,  especially  dogs. 
As  in  man  in  severe  forms  of  diabetes,  so  also  in  dogs  with  pancreas- 
diabetes  an  abundant  elimination  of  sugar  takes  place  even  on  the  complete 
exclusion  of  carbohydrates  in  the  food,  and  the  formation  of  sugar  in  these 
cases  is  derived  from  the  protein  substances.  It  seenris  in  man  with  diabetes- 
that  the  ability  of  the  sugar  destruction  is  never  quite  arrested.  In  dogs, 
with  pancreas-diabetes  Minkowski  and  v.  Mering,  as  also  Hedon,*  have 
been  able,  in  a  few  cases,  to  detect  that  the  total  quantity  of  sugar  intro- 
duced into  the  food  passed  into  the  urine. 

Artificial  pancreas-diabetes  may  also  in  other  respects  present  exactly 
the  same  picture  as  diabetes  in  man;  but  we  are  not  united  as  to  the  cause  of 
this  diabetes.  According  to  the  Cavazzaxi  brothers,  as  well  as  Chauveau 
and  Kaufmank,"  pancreas-diabetes  is  not  or  not  entirely  caused  by  a 
diminished  consumption  of  the  normal  quantity  of  sugar  formed,  but  to  an 
abnormally  increased  formation  of  sugar.  Prom  this  it  follows  that  the 
pancreas-gland  has  a  regulating  action  on  the  formation  of  sugar  in  the 

'  Killz,  Beitraae  ziir  Path.  u.  Therap.  des  Diabetes  mellitus  (Marburg,^  1874),  Bd.  1  : 
■Welntraud  and  Laves,  Zeitschr.  f.  physiol.  Chem.,  Bd.  19;  Haycraft,  ibid.;  Minkowski, 
Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  31. 

=  Centialbl.  f.  Physiol.,  Bd.  12. 

'  See  Minkowski,  Uutersuchungen  uber  Diabetes  mellitus  uach  Exstirpation  des 
Pankreas  (Leipzig,  1893) ;  v.  Noorden,  "  Die  Zuckerkiankheit  "  (Berlin,  1896),  which 
contains  a  very  copious  index  of  the  literature.  In  regard  to  diabetes  see  also  CI.  Ber- 
nard, Lemons  sur  le  diabSte  (Paris),  and  Seegen,  Die  Zuckerbildung  im  Thierkorper 
(Berlin,  1890). 

*  Hedon,  Arch,  de  Physiol.  (5),  Tome  5. 

«  Cavazzani,  Centralbl.  f.  Physiol.,  Bd.  7;  Chauveau  and  Kaufmann,  Mem.  Soc.  bid., 
1893;  Kaufmann,  Arch,  de  Physiol.  (5),  Tome  7,  and  Compt.  rend,  de  Soc.  biol..  Tome 
47.       - 
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liver,  a  retarding  action  which  is  caused  by  an  unknown  product  of  the 
internal  secretion  of  the  pancreas,  and  which  is  absent  on  the  extirpation  of 
the  gland.  Kaufmakn  has  made  many  investigations  in  support  of  this 
view.  Among  other  things,  he  has  also  shown  that  on  the  extirpation  of 
the  pancreas  in  hyperglucaemio  animals  the  quantity  of  blood  is  quickly 
diminished  on  cutting  out  the  liver  or  the  portal  circulation.  Montuoki  ' 
has  arrived  at  similar  results,  since  the  large  quantity  of  sugar  in  the  blood 
of  dogs  on  ligaturing  the  pancreas-vessels  was  diminished  on  subsequently 
ligaturing  the  liver- vessels.  Kausch  has  made  similar  observations  on 
birds  with  extirpated  pancreas  and  subsequent  liver  extirpation,  and 
Maecuse'  has  likewise  shown  that  the  simultaneous  extirpation  of  the  liver 
and  pancreas  of  frogs  caused  no  glycosuria  in  any  case  (among  19),  while  the 
extirpation  of  the  pancreas  alone  in  13  animals  operated  upon  (out  of  19) 
caused  a  diabetes. 

There  remains  no  doubt  that  a  certain  relationship  exists  between  the 
liver  and  the  elimination  of  sugar  after  the  extirpation  of  the  pancreas, 
although  the  observations  do  not  lead  to  any  positive  conclusion.  The 
investigations  of  Minkowski,  Hedon,  Lancreadx,  Thiroloix,  and 
othtrs'  make  it  probable  that  special  chemical  products  of  the  internal 
secretion  of  the  pancreas  are  here  active.  According  to  these  investigations 
a  subcutaneously  transplanted  piece  of  the  gland  can  completely  perform 
the  functions  of  the  pancreas  as  to  the  sugar  exchange  and  the  sugar  elimi- 
nation, because  on  the  removal  of  the  intra-abdominal  piece  of  gland  the 
animal  in  this  case  does  not  become  diabetic.  But  if  the  subcutaneously 
imbedded  piece  of  pancreas  is  then  subsequently  removed,,  an  active  elimina- 
tion of  sugar  appears  immediately. 

We  know  nothing  in  regard  to  this  chemically  active  substance  (or  sub- 
stances). Lepine's  assumption  that  a  glycolytic  enzyme  is  specially  formed 
in 'the  pancreas  has  been  shown  not  to  be  sufficiently  founded.* 

The  Bile  and  its  Formation. 

By  the  establishment  of  a  biliary  fistula,  an  operation  which  was  urst 
performed  by  Schwann  in  1844  and  which  has  been  improved  lately  by 
Dastre,'  it  is  possible  to  study  the  secretion  of  the  bile.  This  secretion  is 
continuous,  but  with  varying  intensity.     It  takes  place  under  a  very  low 

'  See  Maly's  Jahiesber.,  Bd.  26. 

'  Kausch,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  37;  Marcuse,  Du  Bois-Reyraotid's 
Arch.,  1894,  S.  539. 

»  See  Minkowski,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  31. 

*  IMd.;  Hedou,  Diabfite  Paucreatique,  Travaux  de  Physiologie  (Laboratoire  dc 
Hontpellier,  1898),  and  foot-note  5,  page  133. 

'  Schwann,  Arch.  f.  Anat.  u.  Physiol.,  1844;  Dastre,  Arch,  de  Physiol.  (5),  Tome  2. 


a24  THE  LIVER. 

pressure;  therefore  an  apparently  unimportant  hindrance  in  the  outflow  of 
the  bile,  namely,  a  stoppage  of  mucus  in  the  exit  of  the  secretion  of  large 
quantities  of  viscous  bile,  may  cause  stagnation  and  absorption  of  the  bile 
by  means  of  the  l3!mphatic  vessels  (absorption  icterus). 

The  quantity  of  bile  secreted  in  the  24  hours  in  dogs  can  be  exactly 
determined.  The  quantity  secreted  by  different  animals  varies,  and  the 
limits  are  2.9-36.4:  gm.  bile  per  kilo  of  weight  in  the  24  hours.' ' 

The  statements  as  to  the  extent  of  bile  secretion  in  man  are  few  and  not 
to  be  depended  on.  Rankp:  found  (using  a  method  which  is  not  free  from 
criticism)  a  secretion  of  14  gm.  bile  with  0.44  gm.  solids  per  kilo  in  24 
bours.  Noel-Paton,  Mayo-Robson,  Hammaestek",  and  Pfafe  and 
Balch  '  have  found  a  variation  between  514  and  950  c.c.  per  24  hours. 
Such  determinations  are  of  doubtful  value,  because  in  most  cases  it  follows 
from  the  composition  of  tlie  collected  bile  that  we  are  not  dealing  with  a 
secretion  of  normal  liver-bile. 

The  quantity  of  bile  secreted  is,  however,  as  specially  shown  by  Stadel- 
MANN,'  subject  to  such  great  variation  even  under  physiological  conditions 
that  the  study  of  these  circumstances  which  influence  the  secretion  is  very 
difficult  and  uncertain.  The  contradictory  statements  by  different  investi- 
gators may  probably  be  explained  by  this  fact. 

In  starvation  the  secretion  diminishes.  According  to  Lukjaitow  and 
Albertoni,'  under  these  conditions  the  absolute  quantity  of  solids  decreases, 
■while  the  relative  quantity  increases.  After  partaking  of  food  the  secretion  ■ 
increases  again.  The  statements  are  very  contradictory  in  regard  to  the 
time  necessary  after  partaking  of  food  before  the  secretion  reaches  its  maxi- 
mum. After  a  careful  examination  and  compilation  of  all  the  existing 
statements  Heidenhain  '  has  come  to  the  conclusion  that  in  dogs  the  curve 
of  rapidity  of  secretion  shows  two  maxima,  the  first  at  the  3d  to  5th  hour, 
and  the  second  at  the  13th  to  15th  hour,  after  partaking  of  food. 

According  to  the  older  statements,  the  proteids,  of  all  the  various 
ioods,  cause  the  greatest  secretion  of  bile,  while  the  carbohydrates  diminish, 
or  at  least  excite  much  less  than  the  proteids.  It  is  nevertheless  positive 
that  an  increase  in  the  bile  secretion  takes  place  after  a  continuous  over- 

'  111  regard  to  Ibe  quautlty  of  bile  secreted  in  animals  see  Heidenhein,  Die  Gallenab- 
sonderuug,  in  Hermann's  Handbiich  der  Physiol.,  Bd.  5,  and  Stadelmanii,  Der  Icterus 
uud  seine  veiscbiedeueu  Formen  (Stuttgart,  1891). 

'  Rauke,  Die  Blutvertbeilung  uud  der  Tliittigkeitswecbsel  der  Orgaue  (Leipzig, 
1871);  NoClPaton,  Rep.  Lab.  Roy.  Coll.  Edinburgh,  Vol.  3  ;  Mayo-Robson,  Proc.  Roy. 
S:)C.,  Vol.  47;  Hammarsten,  Nova  act.  Reg.  Soc.  Scient.  Upsala  (3),  Bd.  16;  Pfaff  and 
Balch,  Journ.  of  Exp. "Med.,  1897. 

'  Stadelmann,  Der  Icterus,  etc.    Stuttgart,  1891. 

*  Lukjanow,  Zeitschr.  f.  physiol.  Chem.,  Bd.  16;  Albertoni,  Recherches  sur  la  secre- 
tion biliaire.     Turin,  1893. 

•'  Uermoiui's  Handb. .  Bd.  5,  and  Stadelmann,  Der  Icterus,  etc. 
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abundant  meat  diet.  The  authorities  are  by  no  means  agreed  as  to  the 
action  of  the  fats.  While  many  older  investigators  have  not  observed  any 
increase,  but  rather  the  reverse,  in  the  secretion  of  bile  after  feeding  with  fats, 
the  researches  of  Baebeea  show  an  increase  in  the  secretion  of  bile  on  the 
introduction  of  fat  per  os.  According  to  Eosenberg  olive-oil  is  a  strong 
cholagogue — a  statement  which,  according  to  other  investigators,  Mandel- 
STAMM,  DoYON  and  Dufouet  '  is  not  sufficiently  proved. 

The  question  whether  there  exist  special  medicinal  bodies,  so-called 
cholagogues,  which  have  a  specific  exciting  action  on  the  secretion  of  bile 
has  been  answered  in  very  different  ways.  Many,  especially  the  older 
investigators,  have  observed  an  increase  in  the  bile  secretion  after  the  use 
of  certain  therapeutic  agents,  such  as  calomel,  rhubarb,  jalap,  turpentine, 
olive-oil,  etc. ;  while  others,  especially  the  later  investigators,  have  arrived 
at  quite  opposite  results.  From  all  appearances  this  contradiction  is  due  to 
the  great  irregularity  of  the  normal  secretion,  which  may  be  readily  mis- 
taken in  tests  with  therapeutic  agents. 

Schiff's  view,  that  the  bile  absorbed  from  the  intestinal  canal  increases 
the  secretion  of  bile  and  hence  acts  as  a  cholagogue,  seems  to  be  a  positively 
proven  fact  by  the  investigations  of  several  experimenters.''  Sodium 
salicylate  is  also  perhaps  a  cholagogue  (Stadelmank,  Doton  and 
Dufouet). 

The  bile  is  a  mixture  of  the  secretion  of  the  liver-cells  and  the  so-called 
mucus  which  is  secreted  by  the  glands  of  the  biliary  passages  and  by  the 
mucous  membrane  of  the  gall-bladder.  The  secretion  of  tlie  liver,  which  is 
generally  poorer  in  solids  than  the  bile  from  the  gall-bladder,  is  thin  and 
Blear,  while  the  bile  collected  in  the  gall-bladder  is  more  ropy  and  viscous 
3n  account  of  the  absorption  of  water  and  the  admixture  of  "  mucus,"  and 
jloudy  because  of  the  admixture  of  cells,  pigments,  and  the  like.  The 
specific  gravity  of  the  bile  from  the  gall-bladder  varies  considerably,  being 
in  man  between  1.010  and  1.040.  Its  reaction  is  alkaline  to  litmus.  The 
jolor  changes  in  different  animals:  golden  yellow,  yellowish  brown,  olive- 
brown,  brownish  green,  grass-green,  or  bluish  green.  Bile  obtained  from 
m  executed  person  immediately  after  death  is  ordinarily  golden  yellow  or 

'  Barbera,  Bull,  della  sclenz.  med.  di  Bologna  (7),  5,  and  Maly's  Jahresber.,  Bd.  34; 
Rosenberg,  Pflilger'a  Arch.,  Bd.  46;  Mandelstamm,  Ueber  den  Eiiilluss  ciniger  Arziiei- 
nittel  auf  Sekrelion  uud  Zusaramensetzuiig  der  Galle  (Dissert.  Dor|iat,  1890);  Doyon 
iiid  Dufourt.  Arch,  de  Physiol.  (5),  Tome  9.  In  regard  to  the  action  of  various  foods 
)n  the  secretion  of  bile  see  also  Heideiihein,  1.  c.  ;  Stadelmann,  Der  Icterus  ;  and  Bnr- 
jera,  1.  c. 

'  Schiff,  Pfliiger's  Arch.,  Bd.  3.  See  Stadelmann,  Der  Icterus,  and  the  dissertations 
)f  his  pupils,  especially  Winteler,  "  Experimentelle  Beitrage  zur  Frage  des  Kreislaules 
ler  Galle"  (Inaug. -Diss.  Dorpat,  1892),  and  Gartner,  "Experimentelle  BeitrSge  zur 
Physiol,  und  Path,  der  Gallenseiiretion  "  (Inaug. -Diss.  Jurjew,  1893);  also  Stadelmann, 
'  TJeber  den  Kreislauf  der  Galle,"  Zeitschr.  f.  Biologie,  Bd.  84. 
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yellow  with  a  shade  of  brown.     Still  cases  occur  in  which  fresh  human  bilOy 
from  the  gall-bladder,  has  a  green  color.     The  ordinary  post-mortem  bil& 
has  a  variable  color.     The  bile  of  certain  animals  has  a  peculiar  odor;  aa 
example,  ox-bile  has  an  odor  of  musk,  especially  on  warming.     The  tast& 
of  bile  is  also  different  in  different  animals.     Human  as  well  as  ox  bile  has. 
a  bitter  taste  with  a  sweetish  after-taste.     The  bile  of  the  pig  and  rabbit, 
has  an  intense  persistent  bitter  taste.     On  heating  bile  to  boiling  it  does: 
not  coagulate.     It  contains  (in  the  ox)  only  traces  of  true  mucin,  and  its 
ropy  properties  depend,  it  seems,  chiefly  on  the  presence  of  a  nucleoalbumin 
similar  to  mucin  (Paijkull).     Hammaesten'  has,  on  the  contrary,  found 
true  mucin  in  human  bile.     The  specific  constituents  of  the  bile  are  Mle- 
acids  combined  with  alkalies,  hile-pigments,  and,  besides  small  quantities  of 
lecithin,    cholesterin,    soaps,    neutral  fats,  urea,  and   mineral  substatices, 
chiefly   chlorides,  besides   phosphates   of  calcium,    magnesium,    and   iron. 
Traces  of  copper  also  occur. 

Bile  Salts.  The  thus-far  best  studied  bile-acids  may  be  divided  into  two 
groups,  the  glycocholic  and  taurocliolic  acid  groups.  As  found  by  Ham- 
MAESTEN,"  a  third  group  of  bile-acids  occur  in  the  shark  and  probably  also 
in  other  animals.  They  are  rich  in  sulphur,  and  like  the  ethereal  sulphuric 
acids  they  split  off  sulphuric  acid  on  boiling  with  hydrochloric  acid.  All 
glycocholic  acids  contain  nitrogen,  but  are  free  from  sulphur  and  can  be 
split  with  the  addition  of  water  into  glycocoll  (amido-acetic  acid)  and  a 
nitrogen-free  acid,  cholalic  acid.  All  taurocholic  acids  contain  nitrogen 
and  sulphur  and  are  split,  with  the  addition  of  water,  into  taurin  (amido- 
ethylsnlphonic  acid)  and  cholalic  acid.  The  reason  of  the  existence  of 
different  glycocholic  and  taurocholic  acids  depends  on  the  fact  that  there 
are  several  cholalic  acids. 

The  conjugated  bile  acid  found  in  the  shark,  and  called  Soymnol  sulphuric  acid  by 
Hammakstbtj,  yields  as  cleavage  products  sulphuric  acid  and  a  non-nitrogenous  sub- 
stance, scymiiol  (CaiHiaOs),  which  gives  the  characteristic  color  reactions  of  cholalic  acid. 

The  different  bile-acids  occur  in  the  bile  as  alkali  salts,  generally  iu 
combiuation  with  sodium,  but  in  sea-fishes  as  potassium  salts.  In  the  bile 
of  certain  animals  we  find  almost  solely  glycocholic  acid,  in  others  only 
taurocholic  acid,  and  in  other  animals  a  mixture  of  both  (see  below). 

All  alkali  salts  of  the  biliary  acids  are  soluble  in  water  and  alcohol,  but 
insoluble  in  ether.  Their  solution  in  alcohol  is  therefore  precipitated  by 
ether,  and  this  precipitate,  with  the  proper  care  in  manipulation,  gives,  for 
nearly  all  kinds  of  bile  thus  far  investigated,  rosettes  or  balls  of  fine  needles 
or  4r-6-sided  prisms  (Plattnes's  crystallized  bile).     Fresh  human  bile  also 

'  Paijkull,  Zeitschr.  f.  physiol.  Cbem.,  Bd.  12;  Hammarsten,  1.  c,  Nova  Act.  (3), 
Bd.  16. 

'  Hammarsten,  Zeitschr.  f.  physiol.  Chem.,  Bd.  24. 
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crystallizes  readily.  The  bile-acids  and  their  salts  are  optically  active  aad 
dextro-rotatory.  The  former  are  dissolved  by  concentrated  Bulpharic  acid 
at  the  ordinary  temperature,  forming  a  reddish-yellow  liquid  which  has  a 
beautiful  green  fluorescence.  On  carefully  warming  with  concentrated 
sulphuric  acid  and  a  little  cane-sugar,  the  bile-acids  give  a  beautiful  cherry- 
red  or  reddish-violet  liquid.  Pettbkkoeek's  reaction  for  bile-acids  is  based 
on  this  behavior. 

Pettenkofer's  test  for  lile-acids  is  performed  as  follows:  A  small 
quantity  of  bile  in  substance  is  dissolved  in  a  small  porcelain  dish  in  con- 
centrated sulphuric  acid  and  warmed,  or  some  of  the  liquid  containing  the 
bile-acids  is  mixed  with  concentrated  sulphuric  acid,  taking  special  care  in 
both  cases  that  the  temperature  does  not  rise  higher  than  60-70°  C.  Then 
a  1Q%  solution  of  cane-sugar  is  added,  drop  by  drop,  continually  stirring 
with  a  glass  rod.  The  presence  of  bile  is  indicated  by  the  production  of  a. 
beautiful  red  liquid,  whose  color  does  not  disappear  at  the  ordinary  tem- 
perature, but  becomes  more  bluish  violet  in  the  course  of  a  day.  This  red 
liquid  shows  a  spectrum  with  two  absorption-bands,  the  one  at  F  and  tha 
other  between  D  and  E,  near  E. 

This  extremely  delicate  test  fails,  however,  when  the  solution  is  heated 
too  high  or  if  an  improper  quantity — generally  too  much — of  the  sugar  is 
added.  In  the  last-mentioned  case  the  sugar  easily  carbonizes  and  the 
test  becomes  brown  or  dark  brown.  The  reaction  fails'  if  the  sulphuric 
acid  contains  sulphurous  acid  or  the  lower  oxides  of  nitrogen.  Many  other 
substances,  such  as  proteids,  oleic  acid,  amyL  alcohol,  morphin,  and  others, 
give  a  similar  reaction,  and  therefore  in  doubtful  cases  the  spectroscopic 
examination  of  the  red  solution  must  not  be  forgotten. 

Pettenkoeek's  test  for  the  bile-acids  depends  essentially  on  the  fact 
that  furfurol  is  formed  from  the  sugar  by  the  sulphuric  acid,  and  this  body 
can  therefore  be  substituted  for  the  sugar  in  this  test  (Mtlius).  Accord- 
ing to  Mtlius  and  v.  Udeanszkt'  a  1  p.  m.  solution  of  furfurol  should 
be  used.  Dissolve  the  bile,  which  must  first  be  purified  by  animal  charcoal, 
in  alcohol.  To  each  c.c.  of  alcoholic  solution  of  bile  in  a  test-tube  add 
1  drop  of  the  furfurol  solution  and  1  c.c.  cone,  sulphuric  acid,  and  cool 
when  necessary  so  that  the  test  does  not  become  too  warm.  This  reaction, 
when  performed  as  described,  will  detect  -^^—^  milligram  cholalic  acid 
(v.  Udeanszkt).  Other  modifications  of  Pettenkofee's  test  have  been 
proposed. 

Glycocholie  Acid.  The  constitution  of  that  glycocholic  acid,  occurring 
in  human  and  ox  bile,  which  has  been  most  studied  is  represented  by  the 
formula  C„H„]SrO,.  Glycocholic  acid  is  absent  or  nearly  so  in  the  bile  of 
carnivora.  On  boiling  with  acids  or  alkalies  this  acid,  which  is  analogous 
to  hippurio  acid,  is  converted  into  cholalic  acid  and  glycocoll.  ' 
•  Myliua,  Zeitschr.  f.  physicl.  Chem.,  Bd.  11;  v.  Udranszky,  ibid.,  Bd.  13. 
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Grlycocholic  acid  crystallizes  in  fine,  colorless  needles  or  prisms.  It  is 
soluble  with  difficulty  in  water  (in  about  300  parts  cold  and  120  parts  boil- 
ing water),  and  is  easily  precipitated  from  its  alkali-salt  solution  by  the 
:addition  of  dilute  mineral  acids.  It  is  readily  soluble  in  strong  alcohol,  but 
with  great  difficulty  in  ether.  The  solutions  have  a  bitter  but  at  the  same 
time  sweetish  taste.  The  salts  of  the  alkalies  and  alkaline  earths  are  soluble 
in  alcohol  and  water.  The  salts  of  the  heavy  metals  are  mostly  insoluble  or 
soluble  with  difficulty  in  water.  The  solution  of  the  alkali  salts  in  water  is 
precipitated  by  sugar  of  lead,  copper-oxide  and  ferric  salts,  and  silver  nitrate 

The  preparation  of  pure  glycocholic  acid  may  be  performed  in  several 
ways.  We  may  precipitate  the  bile,  which  has  been  freed  from  mucus  by 
means  of  alcohol  and  the  alcohol  removed  by  evaporation,  by  a  solution  of 
lead  acetate.  The  precipitate  is  then  decomposed  by  a  soda  solution  and 
heat,  evaporated  to  dryness,  and  the  residue  extracted  with  alcohol,  which 
dissolves  the  alkali  glycocholate.  The  alcohol  is  distilled  from  the  filtered 
solution  and  the  residue  dissolved  in  water;  this  solution  is  now  decolorized 
by  animal  charcoal,  and  the  glycocholic  acid  precipitated  from  the  solution 
by  the  addition  of  a  dilute  mineral  acid.  The  acid  may  be  obtained  in 
crystals  either  from  boiling  water,  on  cooling,  or  from  strong  alcohol  by  the 
addition  of  ether.  The  reader  is  referred  to  more  exhaustive  works  for 
other  methods  of  preparation. 

Hyo-glycocliolic  Acid,  CstH.sNOs,  is  tlie  crystalline  glycocholic  acid  obtained  from  the 
bile  of  tlie  pig.  It  is  very  insoluble  in  water.  The  alkali  salts,  whose  solutions  have  an 
intensely  bitter  taste,  without  any  sweetish  after-taste,  are  precipitated  by  CaCla,  BaClj. 
and  MgCU,  and  may  be  salted  out  like  a  soap  by  NajSOi  when  added  in  sufficient 
quantity.  Besides  this  acid  there  occurs  in  the  bile  of  the  pig  still  another  glycocholic 
acid  (JoLiu  '■). 

The  glycocholate  in  the  bile  of  the  rodent  is  also  precipitated  by  tlie  above-mentioned 
salts,  but  cannot,  like  the  corresponding  salt  iu  human  or  ox  bile,  be  precipitated  on 
saturating  vpith  a  neutral  salt  {NajS04).  Guano  bile-acid  possibly  belongs  to  the  glycot 
cholic-acid  group,  and  is  found  in  Peruvian  guano,  but  has  not  been  thoroughly  studied. 

Taurocholic  Acid.  This  acid,  which  is  found  in  the  bile  of  man,  car- 
nivora,  oxen  and  a  few  other  herbivora,  such  as  sheep  and  goats,  has  the 
constitution  0„H„NSO,.  On  boiling  with  acids  and  alkalies  it  splits  into 
cholalic  acid  and  taurin. 

Taurocholic  acid  may  be  obtained,  though  only  with  difficulty,  in  fine 
needles  which  deliquesce  in  the  air  (Paeke").  It  is  very  soluble  in  water, 
and  can  hold  the  difficultly  soluble  glycocholic  acid  in  solution.  This  is 
the  reason  why  a  mixture  of  glycocholate  with  a  sufficient  quantity  of 
taurocholate,  which  often  occurs  in  ox-bile,  is  not  precipitated  by  a  dilute 
acid.  Taurocholic  acid  is  readily  soluble  in  alcohol,  but  insoluble  in^ether. 
Its  solutions  have  a  bitter-sweet  taste.  Its  salts  are,  as  a  rule,  readily  solu- 
ble in  water,  and  the  solutions  of  the  alkali  salts  are  not  precipitated  by 
copper  sulphate,  silver  nitrate,  or  sugar  of  lead.  Basic  lead  acetate  gives, 
on  the  contrary,  a  precipitate  which  is  soluble  in  boiling  alcohol. 

'  Zeitschr   f.  physiol.  Chem.,  Bdd.  12  and  13. 
'  Hoppe-Seyler,  Med. -chem.  Untersuch.,  S.  160. 
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Tanrocholic  acid  is  best  prepared  from  decolorized,  crystallized  dog-bile> 
•which  contains  only  tanrocholate.  The  solation  of  this  bile  is  precipitated 
by  basic  lead  acetate  and  ammonia,  and  the  washed  precipitate  dissolved  in 
boiling  alcohol.  The  filtrate  is  now  treated  with  H,S,  and  this  filtrate  is 
evaporated  at  a  gentle  heat  to  a  small  volume,  and  treated  with  aa  excess 
of  water-free  ether.     The  acid  sometimes  partially  crystallizes. 

Cheno-tanrocholic  Acid.  This  is  tbe  most  essential  acid  of  goose-bile  and  has  the 
formula  CgnHioNSOs.  This  acid,  though  little  studied,  is  amorphous  and  soluble  in 
water  and  alcohol. 

Aa  repeatedly  mentioned  above,  the  two  bile-acids  split  on  boiling  with 
acids  or  alkalies  into  non-nitrogenous  cholalic  acid  and  glycocoll  or  taurin. 
Therefore  we  will  now  describe  the  products  of  this  cleavage. 

Cholalic  Acid  or  Cholic  Acid.  The  ordinary  cholalic  acid  obtained  as  a 
decomposition  product  of  human  and  ox  bile,  which  occurs  regularly  in  the 
contents  of  the  intestine  and  in  the  urine  in  icterus,  has,  according  to 
Steeckek  and  nearly  all  recent  investigators,  the  constitution  0,,H„0,. 
According  to  Mtlius,'  cholalic  acid  is  a  monobasic  alcohol-acid  with  a 
secondary  and  two  primary  alcohol  groups.     Its  formula  may  therefore  be 

I  CHOH 
written  Cj^H,,  \  (CH,OH),.     On  oxidation  it  first  yields  <?e%(ZrocAoZaZtc  act^Z 

(  COOH 
(Hammaksten),  and  then  hilianic  acid  (Clete).  The  formulae  of  these 
acids  (when  we  take  C,,  for  the  cholalic  acid)  are  Cj^Hj^O,  and  C,,H,,0,. 
On  stronger  oxidation  it  yields  cholesterinic  acid,  which  has  not  been  care- 
fully studied,  and  finally  phtalic  acid,  as  maintained  by  Seitkowski,  but  not 
substantiated  by  Bulheim."  On  oxidizing  cholalic  acid  with  potassium 
permanganate  Lassak-Cohn  '  obtained  first  dehydrocholalic  acid,  isobilianic 
and  bilianic  acids,  and  then  on  further  oxidation  of  the  latter  with  perman- 
ganate he  obtained  a  new  acid,  cilianic  acid,  with  the  formula  C,„HjjO,  or 
C,„H,„0,„.  On  reduction  (in  putrefaction)  cholalic  acid  may  yield  desoxy- 
cholalic  acid  (Mtlius).  On  reduction  with  hydriodic  acid  and  red 
phosphorus  Peegl  obtained  a  product  which  he  considers  as  a  mono-carbonic 

acid  with  the  formula  C,„H„-{  (OH,),.     Senkovtski  has  obtained  an  acid 

(COOH 
with  the  formula  C,,H,„0, ,  cholylic  acid,  on  the  reduction  of  the  anhydride.' 

'  The  important  researches  of  Strecker  on  the  bile-acids  may  be  found  in  Annal.  d. 
Chem.  u.  Pbarm.,  Bdd.  65,  67,  and  70  ;  Mylius,  Ber.  d.  deutscb.  chem.  Gesellsch., 
Bd.  19. 

^  Hammarsten,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  14;  Cleve,  Bull.  Soc.  chim., 
Tome  35;  Senkowski,  Monatshefte  f.  Chem.,  Bd.  17;  Bulheim,  Zeitscbr.  f.  phyisiol. 
Chem.,  Bd.  25,  in  which  the  literature  on  cholesterinic  acid  may  be  found. 

'  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  32. 

■•Mylius,  1.  c. ;  Pregl,  Pflttger's  Arch.,  Bd.  71;  Senkowski,  Monatshefte  f.  Chem... 
Bd.  19. 


230  THE  LIVER. 

Cholalic  acid  crystallizes  partly  in  rhombic  plates  or  prisms  with  one 
molecule  of  water  and  partly  in  larger  rhombic  tetrahedra  or  octahedra 
with  1  mol.  of  alcohol  of  crystallization  (Mylius).  These  crystals  become 
quickly  opaque  and  porcelain-white  in  the  air.  They  are  quite  insoluble  in 
water  (in  4000  parts  cold  and  750  parts  boiling),  rather  soluble  in  alcohol, 
but  soluble  witli  difficulty  in  ether.  The  amorphous  cholalic  acid  is  less 
insoluble.  The  solutions  have  a  bitter-sweetish  taste.  The  crystals  lose 
their  alcohol  of  crystallization  only  after  a  lengthy  heating  to  100-120°  0. 
The  acid  free  from  water  and  alcohol  melts  at  +  195°  C.  It  forms  a  char- 
acteristic combination  with  iodine  (Mylius). 

The  alkali  salts  are  readily  soluble  in  water,  but  when  treated  with  a 
concentrated  caustic  or  carbonated  alkali  solution  may  be  separated  as  an 
oily  mass  which  becomes  crystalline  on  cooling.  The  alkali  salts  are  not 
readily  soluble  in  alcohol,  and  on  the  evaporation  of  the  alcohol  they  may 
crystallize.  The  specific  rotatory  power  of  the  sodium  salt  is  {a)X)  =  + 
31°. 4.'  The  watery  solution  of  the  alkali  salts,  when  not  too  dilute,  is 
precipitated  immediately  or  after  some  time  by  sugar  of  lead  or  by  barium 
chloride.  The  barium  salt  crystallizes  in  fine,  silky  needles,  and  it  is  rather 
insoluble  in  cold,  but  somewhat  easily  soluble  in  warm  water.  The  barium 
salt,  as  well  as  the  lead  salt  which  is  insoluble  in  water,  is  soluble  in  warm 
alcohol. 

Cholalic  acid  is  best  prepared  from  ox-bile  by  the  following  method  as 
suggested  by  Mylius:"  Boil  the  bile  for  24  hours  with  5  parts  its  weight 
of  a  30j^  caustic-soda  solution,  replacing  the  water  lost  by  evaporation. 
!N"ow  saturate  the  liquid  with  CO,  and  evaporate  nearly  to  dryness.  The 
residue  is  extracted  with  96^  alcohol,  and  this  alcoholic  extract  diluted  with 
water  until  it  contains  at  the  most  20^  alcohol,  and  completely  precipitated 
with  a  BaCl,  solution.  The  precipitate,  which  contains  besides  fatty  acids 
also  the  choleic  acid,  is  filtered  and  the  cholalic  acid  precipitated  from  the 
filtrate  by  hydrochloric  acid.  After  the  cholalic  acid  has  gradually  crystal- 
lized out  it  is  repeatedly  recrystallized  from  alcohol  or  methyl  alcohol. 

Choleic  Acid  is  another  cholalic  acid  with  the  formula  Cj,II,„0, 
(Lassak-Cohm" ')  named  by  Latschinoff.  This  acid,  which  occurs  in 
varying  but  always  small  quantities  in  ox-bile,  is  probably  identical  with 
desoxycholalic  acid.  Choleic  acid  first  yields  dehydrocholeic  acid,  Cj,H„0, , 
iind  then  cholanic  acid,  C^Hj^O, ,  on  oxidation. 

Choleic  acid  may  be  obtained  from  the  above-mentioned  barium  precipi- 
tate by  first  converting  the  barium  salts  into  sodium  salts  by  sodium 
carbonate  and  then  fractionally  precipitating  the  fatty  acids  by  barium 

'  See  Vahlen,  Zeitschr.  f.  physiol.  Chem.,  Bd.  21.  , 

2  Zeitschr.  f.  physiol.  Chem.,  Bd.  13.     See  also  Vahlen  and  Pregl,  1.  c. 

^  Latschinoff,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bdd.  18  and  20  ;  Lassar-Cohn,  ibid., 

Bd.  26,  and  Zeitschr.  f.  physiol.  Chem.,  Bd.  17.     See  also  Vahlen,  Zeitschr.  f.  physiol. 

Chem.,  Bd.  23. 
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acetate  and  separating  the  choleic  acid  from  the  filtrate  by  hydrochloric  acid 
and  recrystallizing  several  times  from  glacial  acetic  acid. 

Fellic  Acid,  0„H.„0, ,  is  a  cholalic  acid,  so  called  by  Schottbn,  and 
•which  he  obtained  from  human  bile,  along  with  the  ordinary  acid.  This 
acid  is  crystalline,  is  insoluble  in  water,  and  yields  barium  and  magnesium 
salts  which  are  very  insoluble.  It  does  not  give  Pettenkofek's  reaction 
easily  and  gives  a  more  reddish-blue  color. 

The  conjugate  acids  of  human  bile  have  not  been  investigated.  To  all 
appearance  human  bile  contains  under  different  circumstances  various 
conjugate  bile-acids.  In  some  cases  the  bile-salts  of  human  bile  are  precipi- 
tated by  BaCl, ,  and  in  others  not.  According  to  the  latest  statements  of 
Lassae-Cohn  '  three  cholalic  acids  may  be  prepared  from  human  bile, 
namely,  ordinary  cholalic  acid,  choleic  acid,  and  fbllic  acid. 

Lithofellic  Acid,  CaoHs,Oi,  is  the  cholalic  acid  occurring  in  the  oriental  bezoar  stones, 
•which  is  insoluble  in  water,  comparatively  easily  soluble  in  alcohol,  but  only  slightly 
soluble  in  ether.' 

The  hyo-glycocholic  and  cheno-tanrocholic  acids,  as  well  as  the  glyco- 
cholic  acid,  of  the  bile  of  rodents  yield  corresponding  cholalic  acids. 

On  boiling  with  acids,  on  putrefaction  in  the  intestine,  or  on  heating, 
cholalic  acids  lose  water  and  are  converted  into  an  anhydride,  the  so-called 
dyslysin.  The  dyslysin,  C„H„0, ,  corresponding  to  ordinary  cholalic  acid, 
and  which  occurs  in  faeces,  is  amorphous,  insoluble  in  water  and  alkalies. 
Gholoidic  acid,  C^jHj.O, ,  is  called  the  first  anhydride  or  an  intermediate 
product  in  the  formation  of  dyslysin.  On  boiling  dyslysin  with  caustic 
alkali  it  is  reconverted  into  the  corresponding  cholalic  acid. 

GlycocoU,  0,H,NO, ,  or  amido-acetic  acid,  NH,.CH,.COOH,  also  called 
glycin,  or  sugar  of  gelatin,  has  been  found  in  the  muscles  of  pecien 
irradians,  bat  it  is  of  special  interest  as  a  decomposition  product  of  certain 
protein  substances — gelatin,  elastin,  fibroin,  and  spongin — as  also  of  hip- 
puric  acid  or  glycocholic  acid  on  splitting  them  by  boiling  with  acids. 

GlycocoU  forms  colorless,  often  large,  hard  rhombic  crystals  or  four- 
sided  prisms.  The  crystals  taste  sweet  and  dissolve  easily  in  cold  (4.3  parts) 
water.  They  are  insoluble  in  alcohol  and  ether;  in  warm  spirits  of  wine 
they  dissolve,  but  with  diflficulty.  GlycocoU  combines  with  acids  and  bases. 
Under  the  last-mentioned  combinations  we  must  mention  those  with  copper 
and  silver.  GlycocoU  dissolves  copper  hydroxide^  in  alkaline  liquids,  but 
does  not  reduce  it  at  the  boiling  temperature.  A  boiling-hot  solution  of 
glycocoU  dissolves  freshly  precipitated  copper  hydroxide,  forming  a  blue 
liquid  from  which  dark-blue  needles  crystallize  on  cooling,  if  the  liquid  is 

'Schotten,  Zeitschr.  f.  physiol.  Chem.,  Bd.  11  ;  Lassar-Cohn,  Ber.  d.  deutsch.  chem. 
Gesellsch.,  Bd.  37. 

'  See  Junger  and  Klages,  Ber.  d.  deutsch.  cliem.  Gesellsch.,  Bd.  38  (older  literature). 
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sufficiently  concentrated.     The  combination  of  glycocoU  with  HCl  is  soluble 
in  water  and  alcohol. 

GlycocoU  is  best  prepared  from  hippuric  acid  by  boiling  it  10-12  hours 
with  4  parts  of  dilute  sulphuric  acid,  1  :  6.  After  cooling  separate  the 
bepzoic  acid,  concentrate  the  filtrate,  remove  the  remainder  of  the  benzoic 
acid  by  shaking  with  ether,  remove  the  sulphuric  acid  by  BaCO, ,  and 
evaporate  the  filtrate  to  crystallization.  In  the  preparation  and  quantitative 
estimation  of  glycocoU  from  gelatin  we  can  proceed  according  to  Ch. 
Fischer^ and  Gonnekmah^n  '  by  converting  it  into  hippuric  acid  by  means 
of  benzoyl  chloride  and  caustic  soda,  and  this  latter  taken  up  by  acetic  ether 
after  acidification  with  sulphuric  acid. 

Taurin,  C,H,NS03 ,  or  amido-ethylsulphonic  acid,  NH^O^H^.SO^OH. 
This  body  is  well  known  as  a  cleavage  product  of  taurocholic  acid,  and  may 
occur  in  small  quantities  in  the  contents  of  the  intestine.  It  has  also  been 
found  in  the  lungs  and  kidneys  of  oxen  and  in  the  blood  and  muscles  of 
cold-blooded  animals. 

Taurin  crystallizes  in  colorless,  of  ten  in  large,  shining,  4-6-sided  prisms. 
It  dissolves  in  15-16  parts  of  water  at  ordinary  temperatures,  but  rather 
more  easily  in  warm  water.  It  is  insoluble  in  absolute  alcohol  and  ether; 
in  cold  spirits  of  wine  it  dissolves  slightly,  but  more  when  warm.  Taurin 
yields  acetic  and  sulphurous  acids,  but  no  alkali  sulphides,  on  boiling  with 
strong  caustic  alkali.  The  amount  of  sulphur  can  be  determined  as 
sulphuric  acid  after  fusing  with  saltpetre  and  soda.  Taurin  combines  with 
metallic  oxides.  The  combination  with  mercuric  oxide  is  white,  insoluble, 
and  is  formed  when  a  solution  of  taurin  is  boiled  with  freshly  precipitated 
mercuric  oxide  (J.  Lang  ").  This  combination  may  be  used  in  detecting- 
the  presence  of  taurin.     Taurin  is  not  precipitated  by  metallic  salts. 

The  preparation  of  taurin  from  bile  is  very  simple.  The  bile  is  boiled  a. 
few  hours  with  hydrochloric  acid.  The  filtrate  from  the  dyslysin  and 
choloidic  acid  is  concentrated  well  on  the  water-bath,  and  filtered  so  as  to 
remove  the  common  salt  and  other  substances  which  have  separated.  Then 
evaporate  to  dryness,  and  treat  the  residue  with  strong  alcohol,  which 
dissolves  the  hydrochlorate  of  glycocoU,  while  the  taurin  remains.  (The 
alcoholic  solution  of  hydrochlorate  of  glycocoU  may  be  used  in  the  prepara- 
tion of  glycocoU  by  evaporating  the  alcohol  and  dissolving  the  residue  in 
water,  decomposing  the  solution  with  lead  hydroxide,  filtering,  and  freeing 
the  solution  from  lead  by  H,S,  and  strongly  concentrating  this  filtrate. 
The  crystals  which  separate  are  dissolved  and  decolorized  by  animal  char- 
coal, and  the  solution  is  evaporated  to  crystallization.)  The  above-obtained 
residue  containing  the  taurin  is  dissolved  in  as  little  water  as  possible, 
filtered  warm,  and  treated  with  an  excess  of  alcohol.  The  crystalline 
precipitate  which  immediately  forms  is  filtered  as  soon  as  possible,  and  the- 

'  Ch.  Fischer,  Zeitschr.  f.  physiol.   Chem.,  Bd.   19;  Gonnermann,  Pflilger's  Arch.^ 
Bd.  59. 

'  See  Maly's  Jahiesber.,  Bd.  6. 
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taurin  now  separates,  on  cooling,  iu  very  long  needles  or  prisms.  These 
crystals  may  be  purified  by  recrystallization  from  a  little  warm  water. 

Though  the  taurin  shows  no  positive  reactions,  it  is  chiefly  identified  by 
its  crystalline  form,  by  its  solubility  in  water  and  insolubility  in  alcohol,  by 
its  combination  with  mercuric  oxide,  by  its  non-precipitability  by  metallic 
salts,  and  above  all  by  its  containing  sulphur. 

The  Detection-  of  Bile-acids  is  Animal  Fluids.  To  obtain  the 
bile-acids  pure  so  that  Pettenkofer's  test  can  be  applied  to  them,  the 
proteid  and  fat  must  first  be  removed.  The  proteid  is  removed  by  making 
the  liquid  first  neutral  and  then  adding  a  great  excess  of  alcohol,  so  that  the 
mixture  contains  at  least  85  vols,  per  cent  of  water-free  alcohol.  Now  filter, 
extract  the  precipitated  proteid  with  fresh  alcohol,  unite  all  filtrates,  distil 
the  alcohol,  and  evaporate  to  dryness.  The  residue  is  completely  exhausted 
with  strong  alcohol,  filtered,  and  the  alcohol  entirely  evaporated  from  the 
filtrate.  The  new  residue  is  dissolved  in  water,  and  filtered  if  necessary, 
and  the  solution  precipitated  by  basic  lead  acetate  and  ammonia.  The 
washed  precipitate  is  dissolved  in  boiling  alcohol,  filtered  while  warm,  and 
a  few  drops  of  soda  solution  added.  Then  evaporate  to  dryness,  extract  the 
residue  with  absolute  alcohol,  fi.lter,  and  add  an  excess  of  ether.  The  pre- 
cipitate now  formed  may  be  used  for  PETXE2>rK0FEE's  test.  It  is  not 
necessary  to  wait  for  a  crystallization;  but  one  must  not  consider  the 
crystals  which  form  in  the  liquid  as  being  positively  crystallized  bile.  It  is 
also  possible  for  needles  of  alkali  acetate  to  be  formed.  For  the  detection 
of  bile-acids  in  urine  see  Chapter  XV. 

Bile-pigments.  The  bile-coloring  matters  known  thus  far  are  relatively 
numerous,  and  in  all  probability  there  are  still  more.  Most  of  the  known 
bile-pigments  are  not  found  in  the  normal  bile,  but  occur  either  in  post- 
mortem bile  or,  principally,  in  the  bile  concrements.  The  pigments  which 
occur  under  physiological  conditions  are  the  reddish-yellow  bilirubin,  the 
green  biliverdin,  and  sometimes  there  is  also  observed  in  fresh  human  bile 
a  pigment  closely  allied  to  hj/droiilirubiti.  The  pigments  found  in  gall- 
stones are  (besides  the  bilirubin  and  biliverdin)  bilifitscin,  biliprasin, 
bilihumin,  bilicyanin  (and  choletelinf).  Besides  these,  others  have  been 
observed  in  human  and  animal  bile.  The  two  above-mentioned  physio- 
logical pigments,  bilirubin  and  biliverdin,  are  those  which  serve  to  give  the 
golden-yellow  or  orange-yellow  or  sometimes  greenish  color  to  the  bile,  or 
when,  as  is  most  frequently  the  case  in  ox-bile,  the  two  pigments  are 
present  in  the  bile  at  the  same  time,  producing  the  different  shades  between 
reddish  brown  and  green. 

Bilirubin.  This  pigment,  according  to  the  common  acceptation,  has  the 
formula  C,,H,,!N',0,  (Malt)  and  is  designated  by  the  names  choleptrehin, 
BiLiPH^iN,  BiLiFULTiN,  and  H^MATOIDIN.  It  occurs  chiefly  in  the  gall- 
stones as  bilirnbin-calcium.  It  occurs  in  the  liver-bile  of  all  vertebrates,  and 
in  the  bladder-bile  especially  in  man  and  carnivora;  sometimes,  however, 
the  latter  when  fasting  or  iu  a  starving  condition  may  have  a  green  bile. 
It  occurs  also  in  the  contents  of  the  small  intestine,  in  blood-serum  of  the 
horse,  in  old  blood  extravasations  (as  hsematoidin),  and  in  the  urine  and 
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the  yellow-colored  tissue  in  icterus.  Bilirubin  is  derived  in  all  probability 
from  liEematin,  which  it  closely  resembles.  It  is  converted  into  hydro-, 
bilirubin,  G^JI^^'N fi^  (Maly)  by  hydrogen  in  a  nascent  state,  which  shows 
great  similarity  to  the  urinary  pigment,  urobilin,  as  well  as  to  stercobilin 
found  in  the  contents  of  the  intestine  (Masius  and  VAifLAiE ').  On  oxida- 
tion bilirubin  yields  biliverdin  and  other  coloring  matters  (see  below). 

Bilirubin  is  partly  amorphous  and  partly  crystalline.  The  amorphous 
bilirubin  is  a  reddish-yellow  powder  of  nearly  the  same  color  as  amorphoas 
antimony  sulphide;  the  crystalline  bilirubin  has  nearly  the  same  color  as 
crystallized  chromic  acid.  The  crystals,  which  can  easily  be  obtained  by 
allowing  a  solution  of  bilirubin  in  chloroform  to  spontaneously  evaporate, 
are  reddish-yellow,  rhombic  plates,  whose  obtuse  angles  are  often  rounded. 

Bilirubin  is  insoluble  in  water  and  occurs  in  animal  fluids  as  Boluble 
bilirnbin-calcium.  It  is  slightly  soluble  in  ether,  somewhat  more  soluble  in 
alcohol,  easily  soluble  in  chloroform,  especially  in  the  warmth,  and  less 
soluble  in  benzol,  carbon  disulphide,  amyl  alcohol,  fatty  oils,  and  glycerin. 
Kuster"  finds  that  dimethylanilin  is  a  good  solvent  for  bilirubin,  which 
dissolves  0.89  parts  in  100  at  the  ordinary  temperature,  but  3.6  grms.  at  boil- 
ing temperature.  Its  solutions  show  no  absorption-bands,  but  only  a 
continuous  absorption  from  the  red  to  the  violet  end  of  the  spectrum,  and 
they  have,  even  on  diluting  greatly  {1  :  500000),  in  a  layer  1.5  c.cm.  thick 
a  decided  yellow  color.  If  a  dilute  solution  of  bilirubin  in  water  is  treated 
with  an  excess  of  ammonia  and  then  with  a  zinc-chloride  solution,  the 
liquid  is  first  colored  deep  orange  and  then  gradually  olive-brown  and  then 
green.  This  solution  first  gives  a  darkening  of  the  violet  and  blue  part  of 
the  spectrum  and  then  the  bands  of  alkaline  cholecyanin  (see  below),  or  at 
least  the  bands  of  the  pigment  in  the  red  between  G  and  D  close  to  C. 
This  is  a  good  reaction  for  bilirubin.  The  combinations  of  bilirubin  with 
alkalies  are  insoluble  in  chloroform,  and  bilirubin  may  be  separated  from  its 
solution  in  chloroform  by  shaking  with  dilute  caustic  alkali  (difPering  from 
lutein).  Solutions  of  bilirubin-alkali  in  water  are  precipitated  by  the  solu- 
ble salts  of  the  alkaline  earths  and  also  by  metallic  salts. 

If  an  alkaline  solution  of  bilirubin  be  allowed  to  stand  in  contact  with 
the  air,  it  gradually  absorbs  oxygen  and  green  biliverdin  is  formed.  Bili- 
Terdin  is  also  formed  from  bilirubin  by  oxidation  under  other  conditions. 
A  green  coloring  matter  similar  in  appearance  is  formed  by  the  action  of 
other  reagents  such  as  CI,  Br,  and  I.  In  these  cases  it  does  not  seem  to  be 
biliverdin,  but  a  substitution  product  of  bilirubin  (Thudichum,  Malt'), 
which  is  obtained. 

'  Maly's  Wieu.  Sitzungsber.,  Bd.  57,  and  Annal.  d.'  Chem.,  Bd.  163  ;  Masius  and 
Vanlair,  Ceutralbl.  f.  d.  med.  Wissensch.,  1871,  S.  369. 

*  Zeitscbr.  f.  physiol.  Chem.,  Bd.  36. 

=  Thudichum,  Journ.  of  Chem.  Soc.  (3),  Vol.  18,  and  Jouru.  f.  prakt.  Chem.  (N.  F.), 
Bd.  53  ;  Maly,  Wien.  Sitzungsber.,  Bd.  72. 
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Gmelin's  Reaction  for  Bile-pigments.  If  we  carefully  pour  under  a 
solution  of  bilirubin-alkali  in  water  nitric  acid  containing  some  nitrous  acid, 
we  obtain  a  series  of  colored  layers  at  the  juncture  of  the  two  liquids,  in  the 
following  order  from  above  downwards:  green,  blue,  violet,  red,  and  reddish 
yellow.  This  color  reaction,  Gmelin's  test,  is  very  delicate  and  serves  to 
detect  the  presence  of  one  part  bilirubin  in  80,000  parts  liquid.  The  green 
ling  must  never  be  absent;  and  also  the  reddish  violet  must  be  present  at 
the  same  time,  otherwise  the  reaction  may  be  confused  with  that  for  lutein, 
which  gives  a  blue  or  greenish  ring.  The  nitric  acid  must  not  contain  too 
much  nitrons  acid,  for  then  the  reaction  takes  place  too  quickly  and  it  does 
not  become  typical.  Alcohol  must  not  be  present  in  the  liquid,  because,  as 
is  well  known,  it  gives  a  play  of  colors,  in  green  or  blue,  with  the  acid. 

Hammaksten's  Reaction.  An  acid  is  first  prepared  consisting  of  1  vol. 
nitric  acid  and  19  vols,  hydrochloric  acid  (each  acid  being  about  25^).  One 
volume  of  this  acid  mixture,  which  can  be  kept  for  at  leas.t  a  year,  is,  when 
it  has  become  yellow  by  standing,  mixed  with  4  vols,  alcohol.  If  a  drop  of 
bilirubin  solution  is  added  to  a  few  cubic  centimeters  of  this  colorless  mix- 
ture a  permanent  beautiful  green  color  is  obtained  immediately.  On  the 
further  addition  of  the  acid  mixture  to  the  green  liquid  all  the  colors  of 
Omelin's  scale,  as  far  as  choletelin,  can  be  produced  consecutively. 

Huppbet's  Reaction.  If  a  solution  of  bilirubin-alkali  is  treated  with 
xnilk  of  lime  or  with  calcium  chloride  and  ammonia,  a  precipitate  is  pro- 
duced consisting  of  bilirubin-calcium.  If  this  moist  precipitate,  which  has 
been  washed  with  water,  is  placed  in  a  test-tube  and  the  tube  half  filled 
with  alcohol  which  has  been  acidified  with  hydrochloric  acid,  and  heated  to 
boiling  for  some  time,  the  liquid  becomes  emerald-green  or  bluish  green  in 
color. 

In  regard  to  the  modifications  of  Gmelin's  test,  and-  certain  other 
reactions  for  bile-pigments,  see  Chapter  XV  (Urine). 

That  the  characteristic  play  of  colors  in  Gmelin's  test  is  the  result  of 
an  oxidation  is  generally  admitted.  The  first  oxidation  step  is  the  green 
biliverdin.  Then  follows  a  blue  coloring  matter  which  Heinsius  and 
Campbell  call  hilicyanin  and  Stokvis  calls  cholecyanin,  and  which  shows  a 
characteristic  absorption-spectrum.  The  neutral  solutions  of  this  coloring 
matter  are,  according  to  Stokvis,  bluish  green  or  steel-blue  with  a  beautiful 
blue  fluorescence.  The  alkaline  solutions  are  green  and  have  no  marked 
fluorescence.  The  alkaline  solutions  show  three  absorption-bands,,  one  sharp 
and  dark  in  the  red  between  Cand  D,  nearer  to  G;  a  second,  less  defined, 
covering  D;  and  a  third,  between  ^  and  F,  near  E.  The  strongly  acid 
solutions  are  violet-blue  and  show  two  bands,  described  by  Jaffe,  between 
the  lines  C  and  E,  separated  from  each  other  by  a  narrow  space  near  D. 
A  third  band  between  5  and  i^'is  seen  with  difficulty.  The  next  oxidation 
step   after  these  blue  coloring  matters  is  a  red  pigment,  and  lastly  a 
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yellowish-brown  pigment,  called  choletelin  by  Malt,  which  in  neutral 
alcoholic  solutions  does  not  give  any  absorption  spectrum,  but  in  acid  sola- 
tion  gives  a  band  between  b  and  F.  On  oxidizing,  cliolecyanin  with  lead, 
peroxide,  Stokvis  '  obtained  a  product  which  he  calls  choletelin,  which  is. 
quite  similar  to  urinary  urobilin,  to  be  discussed  later. 

Bilirubin  is  best  prepared  from  gall-stones  of  oxen,  these  concretions 
being  very  rich  in  bilirubin-calcium.  The  finely  powdered  coucrement  is 
first  exhausted  with  ether  and  then  with  boiling  water,  so  as  to  remove  the 
cholesterin  and  bile-acids.  The  powder  is  then  treated  with  hydrochloric 
acid,  which  sets  free  the  pigment.  Wash  thoroughly  with  water  and 
alcohol,  dry,  and  extract  repeatedly  with  boiling  chloroform.  After  distill- 
ing the  chloroform  from  the  solution,  treat  the  powdered  residue  with 
absolute  alcohol  to  remove  the  bilifascin;  dissolve  the  remaining  bilirubin 
in  a  little  chloroform;  precipitate  it  from  this  solution  by  alcohol,  and  do 
this  several  times  if  necessary.  The  bilirubin  is  finally  dissolved  in  boiling- 
chloroform  and  allowed  to  crystallize  on  cooling.  The  quantitative  estima- 
tion of  bilirubin  m'ay  be  made  by  the  spectro-photometrical  method,  accord- 
ing to  the  steps  suggested  for  the  blood-coloring  matters. 

Biliverdin,  C,,H„N,0,.  This  body,  which  is  formed  by  the  oxidation 
of  bilirubin,  occurs  in  the  bile  of  many  animals,  in  vomited  matter,  in  the 
placenta  of  the  bitch  (?),  in  the  shells  of  birds'  eggs,  in  the  urine  in  icterus, 
and  sometimes  in  gall-stones,  although  in  very  small  quantities.  On  the 
oxidation  of  bile-pigments,  especially  biliverdin,  Kuster  obtained  a 
nitrogeneous  acid,  biliverdinic  acid,  C,H,NO,.  On  further  investigation 
of  this  acid  aud  its  salts  Kuster  finds  that  on  boiling  the  acid  with  caustic 
soda  or  by  other  basic  bodies,  it  is  readily  transformed  into  the  lactone 
of  the  tribasic  hsmatinic  acid  CjHgO^,  with  the  evolution  of  ammonia. 
This  biliverdinic  acid  can  therefore  be  considered  as  the  amid  of  this  last 
acid.  According  to  more  recent  investigations  Kustee"  considers  biliver- 
dinic acid  identical  with  his  bibasic  hsematinic  acid,  which  contains  nitrogen. 

Biliverdin  is  amorphous,  at  least  it  has  not  been  obtained  in  well- 
defined  crystals.  It  is  insoluble  in  water,  ether,  and  chloroform  (this  is 
true  at  least  for  the  artificially  prepared  biliverdin),  but  is  soluble  in  alcohol 
or  glacial  acetic  acid,  showing  a  beautiful  green  color.  It  is  dissolved  by 
alkalies,  giving  a  brownish-green  color,  and  this  solution  is  precipitated  by 
acids,  as  well  as  by  calcium,  barium,  and  lead  salts.  Biliverdin  gives 
Huppeet's,  Gmelin's,  and  Hammaesten's  reactions,  commencing  with 
the  blue  color.  It  is  converted  into  hydrobilirubin  by  nascent  hydrogen. 
On  allowing  the  green  bile  to  stand,   also  by  the  action  of  ammonium 

'  Helnaius  and  Campbell,  Pflftger's  Arcb.,  Bd.  4;  Stokvis,  Centralbl.  f.  d.  med. 
Wissenscb.,  1873,  8.  785;  ibid.,  1873,  S.  311  and  449;  JafCe,  ibid.,  1868;  Maly,  Wien. 
Sitzungsbur.,  Bd.  59. 

*  Ber.  d.  deutsch.  chem.  Gesellscli.,  Bd.  30;  Zeitscbr.  f.  pbysiol.  Cbem.,  Bd.  36; 
Ber.  d.  deutscb.  cbem.  Gesellscb.,  Bd.  33. 
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sulphide,    the   biliverdin    may   be   reduced   to   bilirabin    (Hayceapt   and 

SCOFIELD"). 

Biliverdin  is  most  simply  prepared  by  allowing  a  thin  layer  of  an  alkaline 
solution  of  bilirubin  to  stand  exposed  to  the  air  in  a  dish  until  the  color  ia 
"brownish  green.  The  solution  is  then  precipitated  by  hydrochloric  acid, 
the  precipitate  washed  with  water  until  no  HCl  reaction  is  obtained,  then 
dissolved  in  alcohol  and  the  pigment  again  separated  by  the  addition  of 
water.  Any  bilirubin  present  may  be  removed  by  means  of  chloroform. 
HuGONENQ  and  Do  yon  "  prepared  biliverdin  from  bilirubin  by  the  action 
of  sodium  peroxide  and  a  little  acid. 

Bilifusciii,  so  named  by  Stademr,'  is  an  amorphous  brown  pigment  soluble  in 
alciiliol  and  alkalies,  nearly  insoluble  in  water  and  elber,  and  soluble  with  great  difficulty 
in  chloroform  (when  bilirubin  is  not  present  at  the  same  time).  When  pure  bilifusciu 
does  not  give  Gmblin's  reaction.  It  is  found  in  post-mortem  bile  and  gall-stones. 
Bilipraain  is  a  green  pigment  prepared  by  StSdblbb  from  gall-stones,  which  perhaps  is 
only  a  mixture  of  biliverdin  and  bilirubin.  Dabtre  and  Florbsco,''  on  the  contrary, 
■consider  biliprasin  as  an  intermediate  step  between  bilirubin  and  biliverdin.  According 
to  them  it  occurs  as  a  physiological  pigment  in  the  bladder-bile  of  several  animals  and  is 
tlerived  from  bilirubin  by  oxidation.  TLis  oxidation  is  brouglit  about  by  an  oxidation 
ferment  existing  in  the  bile.  BUihuminisihe  name  given  by  Btadklbk  to  that  brownish 
amorphous  residue  which  is  left  afler  extracting  gall-stones  with  chloroform,  alcohol, 
and  ether.  It  does  not  give  Gmelin's  test.  Bilicyanin  is  also  found  in  human  gall- 
stones (HEiNsins  and  CAMPBBLii).  Gholohcmiatin,  so  called  by  MacMunn,'  is  a  pigment 
•often  occuring  in  sheep-  and  ox-bile  and  characterized  by  four  absorption-bands,  and 
which  is  formed,  from  haematin  by  the  action  of  sodium  amalgam.  In  tlie  dried  condi- 
tion obtained  by  the  evaporation  of  the  chloroform  solution  it  is  green,  and  in  alcoholic 
solution  olive-brown. 

Gmelin's  and  Huppeet's  reactions  are  generally-  used  to  detect  the 
presence  of  bile-pigments  in  animal  fluids  or  tissues.  The  first,  as  a  rule, 
•can  be  performed  directly,  and  the  presence  of  proteid  does  not  interfere 
■with  it,  but,  on  the  contrary,  it  brings  out  the  play  of  colors  more  strik- 
ingly. If  blood-coloring  matters  are  present  at  the  same  time,  the  bile- 
coloring  matters  are  first  precipitated  by  the  addition  of  sodium  phosphate 
and  milk  of  lime.  This  precipitate  containing  the  bile-pigments  may  be 
nsed  directly  in  Huppeet's  reaction,  or  a  little  of  the  precipitate  may  be 
dissolved  in  Hammaksten's  reagent.  Bilirubin  is  detected  in  blood, 
according  to  Hedenius,'  by  precipitating  the  proteins  by  alcohol,  filtering 
and  acidifying  the  filtrate  with  hydrochloric  or  sulphuric  acid,  and  boiling. 
The  liquid  becomes  of  a  greenish  color.  Serum  and  serous  fluids  may  be 
boiled  directly  with  a  little  acid  after  the  addition  of  alcohol. 

Besides  the  bile-acids  and  bile-pigments  we  have  in  the  bile  also  choles- 
terin,  lecithin,  palmiiin,  stear^in,  olein,  and  soaps  of  the  corresponding /a^f«/ 
acids.  Lassae-Cohit  '  has  also  found  myristic  acid  in  ox-bile.  In  some 
animals  the  bile  contains  a  diastatic  enzyme.     Qholin  and  glycero-phosphoric 

'  Cenlralbl.  f.  Physiol.,  Bd.  3,  S.  323,  and  Zeitschr.  f.  physiol.  Chem.,  Bd.  14. 

»  Arch,  de  Pliysiol.  (5),  Tome  8. 

'  Cited  from  Hoppe-Seyler,  Physiol,  u.  Path.  chem.  Analyse,  6.  Aufl.,  S.  225. 

"  Arch,  de  Physiol.  (5),  Tome  9. 

'  Journ.  of  Physiol.,  Vol.  6. 

«  Upsala  Lakaref.  FOrh.,  Bd.  29,  and  Maly's  Jahresber.,  Bd.  34. 

■'  Zeitschr.  f.  physiol.  Chem.,  Bd.  17. 
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acid,  when  they  are  present,  may  be  considered  as  decomposition  prodncts 
of  lecithin.  Urea  occars,  though  only  as  traces,  as  a  physiological  con- 
stituent of  human,  ox,  and  dog  bile.  Urea  occurs  in  the  bile  of  the  shark 
and  ray  in  sach  large  quantities  that  it  forms  one  of  the  chief  constitaents 
of  the  bile.'  The  mineral  constituents  of  the  bile  are,  besides  the  alkalies, 
to  which  the  bile  acids  are  united,  sodium  and  potassium  chloride,  calcium 
and  magnesium  phosphate,  and  iron — 0.04-0.115  p.  m.  in  human  bile, 
chiefly  combined  with  phosphoric  acid  (Young').  Traces  of  copper  are 
habitually  'present,  and  traces  of  zinc  are  often  found.  Sulphates  are 
entirely  absent,  or  occur  only  in  very  small  amounts. 

The  quantity  of  iron  in  the  bile  varies  greatly.  According  to  Wovi 
it  is  dependent  upon  the  kind  of  food,  and  in  dogs  it  is  lowest  with  a  bread 
diet  and  highest  with  a  meat  diet.  According  to  Dastbb  this  is  not  the 
case.  The  quantity  of  iron  in  the  bile  varies  even  though  a  constant  diet 
is  kept  up,  and  the  variation  is  dependent  upon  the  formation  and  destruc- 
tion of  blood.  According  to  Beccabi  °  the  iron  does  not  disappear  from 
the  bile  in  inanition,  and  the  percentage  shows  no  constant  diminution. 
The  question  as  to  the  extent  of  elimination  by  the  bile  of  the  iron 
introduced  into  the  body  has  received  various  answers.  There  is  no  doubt 
that  the  liver  has  the  property  of  collecting  and  retaining  iron  as  well 
as  other  metals  from  the  blood.  Certain  investigators,  such  as  Novi  and 
KuNKEL,  are  of  the  opinion  that  the  introduced  and  transitorily  retained 
iron  in  the  liver  is  eliminated  by  the  bile,  while  others,  such  as  Hambukgee, 
Gottlieb,  and  Auseim:,*  deny  any  such  elimination  of  iron  by  the  bile. 

Quantitative  Composition  of  the  Bile.  Complete  analyses  of  human  bile 
have  been  made  by  Hoppe-Seyleb  and  his  pupils.  The  bile  was  removed 
as  fresh  as  possible  from  the  gall-bladder  of  cadavers  whose  livers  showed  no 
remarkable  change. 

Older  and  less  complete  analyses  of  human  bile  have  been  made  by 
Febeichs  and  v.  Gobup-Besanbz.'  The  bile  analyzed  by  them  was  from 
perfectly  healthy  persons  who  had  been  executed  or  accidentally  killed. 
The  two  analyses  of  Peebichs  are,  respectively,  of  (I)  an  18-year-old  and 
(II)  a  32-year-old  male.     The  analyses  of  v.  Gobup-Besanez  are  of  (I)  a 

'  Hammersten,  Zeitschr.  f.  physiol.  Chem.,  Bd.  34. 

'  Joui-D.  of  Anat.  and  Physiol.,  Vol.  5,  p.  158. 

^  Noyi,  see  Maly's  Jahresber.,  Bd.  20 ;  Dastre,  Arch,  de  Physiol.  (5),  Tome  3 ;  Bec- 
cari,  Arch.  ital.  de  Biol.,  Tome  28. 

^  Kunkel,  Pfliiger's  Arch.,  Bd.  14  ;  Hamburger,  Zeitschr.  f.  physiol.  Chem.,  Bdd.  2 
and  4;  Gottlieb,  ibid.,  Bd.  15;  Anselm,  "  Ueber  die  Eisenausscheidung  der  Galle." 
Inaug.-Diss.  Dorpat.  1891.     See  also  the  works  cited  in  foot-note  1,  page  176. 

*  See  Hoppe-Seyler,  Physiol.  Chem.,  S.  301  ;  Socoloff,  Pfluger's  Arch.,  Bd.  13 ;  Tri- 
fanowski,  ibid.,  Bd.  9 ;  Frerichs  in  Hoppe-Seyler's  Physiol.  Chem.,  8.  399 ;  v.  Gorup- 
Besanez,  ibid. 
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man  of  49  and  (II)  a  woman  of  39.     The  results  are,  as  usual,  in  parts  per 
1000. 

Fberiobs.  V,  Gobup-Besanez. 

I.  n.              I.             II. 

"Water 860.0  859.2  822.7  898.1 

Solids 140.0  140.8  177.8  101.9 

Biliary  salts 72.2  91.4  107.9  56.5 

Mucus  and  pigments 26.6  29.8             22.1  14.5 

Cholesterin 1.6  2.6)           ,» ,  da  o 

Fat 3.2  9.3f          ^^'^  '^"•^ 

Inorganic  substances. 6.5  7.7             10.8               6.2 

Human  liver-bile  is  poorer  in  solids  than  the  bladder-bile.  In  several 
cases  it  contained  only  12-18  p.  m.  solids,  bub  the  bile  in  these  cases  is 
hardly  to  be  considered  as  normal.  Jacobsen  found  22.4-22.8  p.  m. 
solids  in  a  specimen  of  bile.  Hammaesteit,'  who  had  occasion  to  analyze 
the  liver-bile  in  seven  cases  of  biliary  fistula,  has  repeatedly  found  25-28 
p.  m.  solids.  In  a  case  of  a  corpulent  woman  the  quantity  of  solids  in  the 
liver-bile  varied  between  30.10-38.6  p.  m.  in  ten  days. 

Human  bile  sometimes,  but  not  always,  contains  sulphur  in  an  ethereal 
sulphuric-acid-like  combination.  The  quantity  of  such  sulphur  may  even 
amount  to  J-^  of  the  total  sulphur.  Human  bile  is  habitually  richer  in 
glycocholic  than  in  taurocholic  acid.  In  six  cases  of  liver-bile  analyzed  by 
Hammarstbn  the  relationship  of  taurocholic  to  glycocholic  acid  varied 
between  1  :  2.07  and  1  :  14.36.  The  bile  analyzed  by  Jacobsek  contained 
no  taurocholic  acid. 

As  example  of  the  composition  of  human  liver-bile  the  following  results 
of  three  analyses  made  by  Hammaesten  are  given.  The  results  are  cal- 
culated in  parts  per  1000. 

Solids 35.200  35.260  25.400 

Water 974  800  964.740  974.600 

Mucin  and  pigments 5.290  4.290  5.150 

Bilesalts 9.310  18.240  9.040 

Taurocholate 3.034  2.079  2.180 

Glycocliolate 6.276  16.161  6  860 

Fatty  acids  from  soaps 1.230  1.360  1.010 

Cholesterin 0.630  1.600  1.500 

Lecithin )  noon  0-5'''4  0.650 

Fat f  "•''''"  0.956  0.610 

Soluble  salts 8.070  6.760  7.350 

Insoluble  salts 0.350  0.490  0.310 

Amongst  the  mineral  constituents  the  chlorine  and  sodium  occur  to  the 
greatest  extent.  The  relationship  between  potassium  and  sodium  varies 
considerably  in  difEerent  biles.  Sulphuric  acid  and  phosphoric  acid  occur 
only  in  very  small  quantities. 

Baginskt  and  Sommbefeld  '  have  found  true  mucin,  mixed  with 
some  nucleoalbumin,  in  the  bladder-bile  of  children.  .  The  bile  contained 
on  an  average  896.6  p.  m.  water;  103.5  p.  m.  solids;  20  p.  m.  mucin;  9.1 

'  Jacobsen,  Ber.  d.  deutsch.  chem.  Gesellscb.,  Bd.  6 ;  Hammarsten,  1.  c,  Nova  Act. 
'  Verhandl.  d.  physiol.  Gesellsch.  zu  Berlin,  1894^95. 
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p.  m.  mineral  sabstances;  35.3  p.  m.  bile-salts  (of  which  16.3  p.  m.  were 
glycocholate  and  8.9  p.  m.  taarocholate) ;  3.4  p.  m.  cholesterin;  6.7  p.  m. 
fat,  and  3.8  p.  m.  leucin. 

The  quantity  of  pigment  in  human  bile  is,  according  to  Noel-Patox, 
0.4-1.3  p.  m.  for  a  case  of  biliary  fistula.  The  method  used  in  determining 
the  pigments  in  this  case  was  not  quite  trustworthy.  More  exact  results 
obtained  by  spectre-photometric  methods  are  on  record  for  dogs'  bile. 
According  to  Stadelmakn  '  dogs'  bile  contains  on  an  average  0.6-0.7  p.  m. 
bilirubin.  At  the  most,  only  7  milligrams  pigment  are  secreted  per  kilo  of 
body  in  the  34  hours. 

In  animals  the  relative  proportion  of  the  two  acids  varies  very  much. 
It  has  been  found,  on  determining  the  amount  of  sulphur,  that,  so  far  as 
the  experiments  have  gone,  taurocholic  acid  is  the  prevailing  acid  in  car- 
nivorous mammals,  birds,  snakes,  and  fishes.  Among  the  herbivora  sheep 
and  goats  have  a  predominance  of  taurocholic  acid  in  the  bile.  Ox-bile 
sometimes  contains  taurocholic  acid  in  excess,  in  other  cases  glycocholic  acid 
predominates,  and  in  a  few  cases  the  latter  occurs  almost  alone.  The  bile 
of  the  rabbit,  hare,  and  kangaroo  contains,  like  the  bile  of  the  pig,  almost 
exclusively  glycocholic  acid.  A  distinct  influence  on  the  relative  amounts 
of  the  two  bile-acids  by  different  foods  has  not  been  detected.  Eitteb' 
claims  to  have  found  a  decrease  in  the  quantity  of  taurocholic  acid  in  calves 
when  they  pass  from  the  milk  to  the  plant  diet. 

In  the, above-mentioned  calculation  of  the  taurocholic  acid  from  the 
quantity  of  sulphur  in  the  bile-salts  it  must  be  remarked  that  no  exact  con- 
clusion can  be  drawn  from  this  calculation  as  long  as  we  have  not  investi- 
gated whether  other  kinds  of  bile  contain  sulphur  in  combinations  other 
than  taurocholic  acid,  as  in  human  and  shark  bile. 

The  cholesterin,  which,  according  to  several  investigators,  not  only 
originates  from  the  liver,  but  also  from  the  biliary  passages,  occurs  in  larger 
quantities  in  the  bladder-bile  than  in  the  liver-bile,  and  occurs  to  a  greater 
extent  in  the  non-filtered  than  in  the  filtered  bile  (DoTOsr  and  Dufoukt'). 

The  gases  of  the  bile  consist  of  a  large  quantity  of  carbon  dioxide,  which 

increases  with  the  amount  of  alkalies,  only  traces  of  oxygen,  and  a  very 

small  quantity  of  nitrogen. 

Little  is  known  in  regard  to  the  properties  of  the  bile  in  disease.  The  quantity  of  urea 
is  found  to  be  considerably  increased  in  uraemia.  Leucin  and  tyrosin  sue  observed  in 
acute  yellow  atrophy  of  the  liver  and  in  typhus.  Traces  of  albumin  (without  regard  to 
nncleoalbumin)  have  several  times  been  found  in  the  human  bile.  The  so-called  pig- 
Tnentary  acholia,  or  the  secretion  of  a  bile  coutaiuing  bile-acids  but  no  bile-pigments,  has 
also  been  repeatedly  noticed.  In  all  such  cases  observed  by  Ritteb  he  found  a  fatty  de- 
generation of  the  liver-cells,  in  return  for  which,  even  in  excessive  fat  infiltration, 

'  Noel-Paton,  Rep.  Lab.  Roy.  Soc.  Coll.  Phys.  Edinburgh,  Vol.  3  ;  Stadelmann,  Der 
Icterus. 

»  Cited  from  Maly's  Jahresber.,  Bd.  6,  S.  195. 
s  Arch,  de  Physiol.  (5),  Tome  8. 
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a  normal  bile  containing  p^ments  was  secreted.  Tlie  secretion  of  a  bile  neaily  free 
from  bile-acids  has  been  observed  by  Hoppe-Seylbb  '  in  amyloid  degeneration  of  the 
liver.  In  auimals,  dogs,  and  especially  rabbits  it  has  been  observed  that  the  blood- 
pigments  pass  into  the  bile  in  poisoning  and  other  cases,. causing  a  destruction  of  the 
blood-corpuscles,  as  also  after  intravenous  bcemoglobin  injection  (Wehthbimeii  and 
Meyer,  Filehnb,  Stern  '). 

Instead  of  bile  we  sometimes  find  in  tlie  gall-bladder  under  pathological 
conditions  a  more  or  less  viscous,  thready,  colorless  fluid  which  contains 
pseadomucins  or  other  peculiar  protein  substances.' 

Chemical  Formation  of  the  Bile.  The  first  question  to  be  answered  is 
the  following:  Do  the  specific  constituents  of  the  bile,  the  bile-acids  and 
bilc'pigments,  originate  in  the  liver;  and  if  this  is  the  case,  do  they  come 
from  this  organ  only,  or  are  they  also  formed  elsewhere  ? 

The  investigations  of  the  blood,  and  especially  the  comparative  investi- 
gations of  the  blood  of  the  portal  and  hepatic  veins  under  normal  conditions, 
have  not  given  any  answer  to  this  question.  To  decide  this,  therefore,  it 
is  necessary  to  extirpate  the  liver  of  animals  or- isolate  it  from  the  circula- 
tion. If  the  bile  constituents  are  not  formed  in  the  liver,  or  at  least  not 
alone  in  this  organ,  but  only  eliminated  from  the  blood,  then,  after  the 
-extirpation  or  removal  of  the  liver  from  the  circulation,  an  accumulation  of 
the  bile  constituents  is  to  be  expected  in  the  blood  and  tissues.  If  the  bile 
constituents,  on  the  contrary,  are  formed  exclusively  in  the  liver,  then  the 
above  operation  naturally  would  give  no  such  result.  If  the  choledochus 
duct  is  tied,  then  the  bile  constituents  will  be  collected  in  the  blood  or 
tissues  whether  they  are  formed  in  the  liver  or  elsewhere. 

From  these  principles  Kobnee  has  tried  to  demonstrate  by  experiments 
on  frogs  that  the  bile-acids  are  produced  exclusively  in  the  liver.  While  he 
was  unable  to  detect  any  bile-acids  in  the  blood  and  tissues  of  these  animals 
after  extirpation  of  the  liver,  still  he  was  able  to  discover  them  on  tying  the 
choledochus  duct.  The  investigations  of  Ltidwig  and  Fleischl*  show 
that  in  the  dog  the  bile-acids  originate  in  the  liver  alone.  After  tying  the 
choledochus  duct  they  observed  that  the  bile  constituents  were  absorbed  by 
the  lymphatic  vessels  of  the  liver  and  passed  into  the  blood  through  the 
thoracic  duct.  Bile-acids  could  be  detected  in  the  blood  after  such  an 
operation,  while  they  could  not  be  detected  in  the  normal  blood.  But 
when  the  choledochus  and  thoracic  ducts  were  both  tied  at  the  same  time, 
then  not  the  least  trace  of  bile-acids  could  be  detected  in  the  blood,  while 


'  Bitter,  Compt.  rend..  Tome  74,  and  Journ.  de  I'anat.  et  de  la  pbysiol.  (Robin),  1872  ; 
Hoppe-Seyler,  Physiol.  Chem.,  S.  317. 

'  Wertheimcr  and  Meyer,  Compt.  rend..  Tome  108  ;  Filehue,  Virchow's  Arch.,  Bd. 
121  ;  Stern,  ibid.,  Bd.  133. 

'  Winternitz,  Zeitschr.  f.  physiol.  Chem.,  Bd.  31. 

*  KSbner,  see  Heidenhain,  Physiologie  der  Absonderungsvorgilnge  in  Hermann's 
Handbuch,  Bd.  5  ;  Fleischl,  Arbeiten  aus  der  physiol.  Anstalt  zu  Leipzig,  Jahrgang  9. 
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if  they  are  also  formed  in  other  organs  and  tissues  they  should  have  been 
present. 

From  older  statements  of  Cloez  and  Vulpian,  as  well  as  Virchow,  the 
bile-acids  also  occur  in  the  suprarenal  capsule.  Tliese  statements  hare  not 
been  confirmed  by  later  investigations  of  Stadblmakx  and  Beibr.'  At 
the  present  time  we  have  no  ground  for  supposing  that  the  bile-acids  are 
formed  elsewhere  than  in  the  liver. 

It  has  been  indubitably  proved  that  the  hile-pigments  may  be  formed  in 
other  organs  besides  the  liver,  for,  as  is  generally  admitted,  the  coloring 
matter  hsematoidin,  which  occurs  in  old  blood  extravasations,  is  identical 
with  the  bile-pigments  bilirubin  (see  page  152).  Latschenberger  °  has 
also  observed  in  horses,  under  pathological  conditions,  a  formation  of  bile- 
pigments  from  the  blood-coloring  matters  in  the  tissues.  Also  the  occur- 
rence of  bile-pigments  in  the  placenta  seems  to  depend  on  their  formation 
in  that  organ,  while  the  occurrence  of  small  quantities  of  bile-pigments  in 
the  blood-serum  of  certain  animals  probably  depends  on  an  absorption  of 
the  same. 

Although  the  bile-pigments  may  be  formed  in  other  organs  besides  the 
liver,  still  it  is  of  first  importance  to  know  what  bearing  this  organ  has  on 
the  elimination  and  formation  of  bile-pigments.  In  this  regard  it  must  be 
recalled  that  the  liver  is  an  excretory  organ  for  the  bile-pigments  circulat- 
ing in  the  blood.  Tarchanoff  has  observed,  in  a  dog  with  biliary  fistula, 
that  intravenoas  injection  of  bilirubin  causes  a  very  considerable  increase  in 
the  bile-pigments  eliminated.  This  statement  has  been  confirmed  lately  by 
the  investigations  of  Vossius." 

Numeroas  experiments  have  been  made  to  decide  the  question  whether 
the  bile-pigments  are  only  eliminated  by  the  liver  or  whether  they  are  also 
formed  therein.  By  experimenting  on  pigeons  Stern  was  able  to  detect 
bile-pigments  in  the  blood-serum  five  hoars  after  tying  the  biliary  passages 
alone,  while  after  tying  all  the  vessels  of  the  liver  and  also  the  biliary 
passages  no  bile-pigments  could  be  detected  either  in  the  blood  or  the 
tissues  of  the  animal,  which  was  killed  10-12  hours  after  the  operation. 
Minkowski  and  Naunyn*  have  also  found  that  poisoning  with  arseni- 
uretted  hydrogen  produces  a  liberal  formation  of  bile-pigments  and  the 
secretion,  after  a  short  time,  of  a  urine  rich  in  biliverdin  in  previously 
healthy  geese.     In  geese  with  extirpated  livers  this  does  not  occur. 

No  such  experiments  can  be  carried  out  on  mammalia,  as  they  do  not 
live  long  enough  after  the  operation;  still  there  is  no  doubt  that  this  organ 

,  '  Zeitschr.  f.  physiol.  Chem.,  Bd.  18,  in  which  the  older  literature  may  be  found. 
"  See  Maly's  Jahresber.,  Bd.  16,  and  Monatshefte  f.  Chem.,  Bd.  9. 
»  Tarchanoff,  Pfliiger's  Arch.,  Bd.  9;  Vossius,  cilid  from  Sladelmann,  Der  Icterus. 
*  Stem,  Arch,  f,  exp.  Path.  u.  Pharm.,  Bd.  19;  Minkowski  and  Nauuyu,  Md.,  Bd. 
21.  ■ 
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is  the  cbiet  seat  of  the  formation  of  bile-pigments  under  physiological  con- 
ditions. 

In  regard  to  the  materials  from  which  the  bile-acids  are  produced,  it 
may  be  said  with  certainty  that  the  two  components,  glycocoll  and  taurin, 
which  are  both  nitrogenized,  are  formed  from  the  protein  bodies.  In  regard 
to  the  origin  of  the  non-nitrogenized  cholalic  acid,  which  was  formerly 
considered  as  originating  from  the  fats,  we  know  nothing  positively. 

The  blood-coloring  matters  are  considered  as  the  mother-substance  of 
the  bile-pigments.  If  the  identity  of  hsematoidin  and  bilirubin  was  settled 
beyond  a  doubt,  then  this  view  might  be  considered  as  proved.  Independ- 
ently, however,  of  this  identity,  which  is  not  admitted  by  all  investigators, 
the  yiew  that  the  bile-pigments  are  derived  from  the  blood-coloring  matters 
has  strong  arguments  in  its  favor.  It  has  been  shown  by  several  experi- 
menters that  a  yellow  or  yellowish-red  pigment  can  be  formed  from  the 
blood-coloring  matters,  which  gives  Gmelin's  test,  and  which,  though  it 
may  not  form  a  complete  bile-pigment,  is  at  least  a  step  in  its  formation 
(Latschenbekger).  a  further  proof  of  the  formation  of  the  bile-pigments 
from  the  blood-coloring  matters  consists  in  the  fact  that  haematin  yields 
urobilin,  which  is  identical  with  hydrobilirubin,  on  reduction  (see  Chapter 
X"V).  Farther,  haematoporphyrin  (see  page  151)  and  bilirubin  are  isomers, 
according  to  Nencki  and  Sieber,  and  nearly  allied.  The  formation  of 
bilirubin  from  the  blood-coloring  matters  is  shown,  according  to  the  obser- 
vations of  several  investigators,'  by  the  appearance  of  free  haemoglobin  in 
the  plasma — produced  by  the  destruction  of  the  red  corpuscles  by  widely 
differing  influences  (see  below)  or  by  the  injection  of  haemoglobin  solution 
— causing  an  increased  formation  of  bile-pigments.  The  amount  of  pig- 
ments in  the  bile  is  not  only  considerably  increased,  but  the  bile-pigments 
may  even  pass  into  the  urine  under  certain  circumstances  (icterus).  After 
the  injection  of  haemoglobin  solution  into  a  dog  either  snbcntaneously  or  in 
the  peritoneal  cavity,  Stadelmann  and  Gorodecki''  observed  in  the  secre- 
tion of  pigments  by  the  bile  an  increase  of  61^,  which  lasted  for  more  than 
twenty-four  hours. 

If,  then,  iron-free  bilirubin  is  derived  from  the  haematin  containing  iron, 
then  iron  must  be  split  off.  This  process  may  be  represented  by  the  follow- 
ing formula,  according  to  Nencki  and  Siebee  :'  C„H„N,0,Fe  -f  311,0  — Fe 
=  2C,,H„N,0,.  The  question  in  what  form  or  combination  the  iron  is 
split  off  is  of  special  interest,  and  also  whether  it  is  eliminated  by  the  bile. 
This  latter  does  not  seem  to  be  the  case.  In  100  parts  of  bilirubin  which 
are  eliminated  by  the  bile  there  are  only  1.4-1.5  parts  iron,  according  to 

'  See  Stadelmann,  Der  Icterus,  etc.     Stuttgart,  1891. 

'  See  Stadelmann,  ihid. 

'  Arch.  f.  exp.  Path.  u.  Pharni.,  Bd.  24,  S.  440.  ^,,.- 
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KunKEL;  while  100  parts  hasmatia  contain  abont  9  parts  iron.  Minkowski 
and  Baserin  '  hare  also  found  that  the  abundant  formation  of  bile-pigments 
occurring  in  'poisoning  by  arseniuretted  hydrogen  does  not  increase  the 
quantity  of  iron  in  the  bile.  The  quantity  apparently  does  not  correspond 
with  that  in  the  decomposed  blood-coloring  matters.  It  follows  from  the 
researches  of  several  investigators"  that  the  iron  is,  at  least  chiefly,  retained 
by  the  liver  as  a  ferruginous  pigment  or  protein  substance. 

What  relationship  does  the  formation  of  bile-acids  bear  to  the  formation 
of  bile-pigments?  Are  these  two  chief  constituents  of  the  bile  derived 
simultaneously  from  the  same  material,  and  can  we  detect  a  certain  connec- 
tion between  the  formation  of  bilirubin  and  bile-acids  in  the  liver  ?  The 
investigations  of  Stadblmann  teach  us  that  this  is  not  the  case.  "With 
increased  formation  of  bile-pigments  the  bile-acids  decrease  and  the  supply 
of  haemoglobin  to  the  liver  acts  in  strongly  increasing  the  formation  of 
bilirubin,  but  simultaneously  strongly  decreases  the  production  of  bile- 
acids.  According  to  Stadblmann  the  formation  of  bile-pigments  and 
bile-acids  is  due  to  a  special  activity  of  the  cells. 

According  to  the  researches  of  Puglisb  '  the  spleen  has  the  property  of 
retaining  bodies  necessary  for  the  preparation  of  the  bile-pigments  in  the 
liver  and  gradually  transferring  them  to  the  liver  through  the  portal  vein. 
On  the  extirpation  of  the  spleen  these  bodies  must  be  deposited  in  other 
organs,  namely,  the  marrow,  and  theai  passes  to  the  liver  through  the  great 
circulation.  On  removing  the  spleen  the  secretion  of  bile-pigments 
diminishes  to  even  less  than  one  half.  The  spleen  extirpation  does  not 
otherwise  exercise  any  influence  on  the  specific  gravity  of  the  bile  or  the 
percentage  of  solids  and  bodies  soluble  in  alcohol. 

An  absorption  of  bile  from  the  liver  and  the  passage  of  the  bile  con- 
stituents into  the  blood  and  urine  occurs  in  retarded  discharge  of  the  bile, 
and  usually  in  different  forms  of  hepatogenic  icterus.  But  bile-pigments 
may  also  pass  into  the  urine  under  other  circumstances,  especially  in 
animals  where  a  solution  or  destruction  of  the  red  blood-corpuscles  takes 
plac3  through  injection  of  water  or  a  solution  of  biliary  salts,  through 
poisoning  by  ether,  chloroform,  arseniuretted  hydrogen,  phosphorus,  or 
tolnykndiamin;  and  in  other  cases.  This  occurs  also  in  man  in  grave 
infectious  diseases.  We  have  therefore  a  second  form  of  icterus,  in  which 
the  blood-coloring  matters  are  transformed  into  bile-pigments  elsewhere 
than  in  the  liver,  namely,  in  the  blood — a  hmmatogenic  or  anhepatogenic 


'  Kunkel,  Pflllgei's  Arcb.,  Bd.  14  ;  Miukowski  and  Baserin,  Arch.  f.  exp.  Path.  u. 
Pharm.,  Bd.  23. 

'  See  Naunyn  and  Minkowski,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  21;  Latscheuberger, 
1.  c;  Neumann,  Viichow's  Arch.,  Bd.  Ill,  and  the  literature  in  foot-oote  3,  p.  207. 

'  Du  Bois-Reymond's  Arch.,  1899. 
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icterus.  The  occurrence  of  a  liEeniatogenic  icterus  has  been  made  very 
probable  by  the  important  investigations  of  Mi^tkowski  and  Naunyn, 
Afanassiew,  Silbermann',  and  especially  Stadelmakst.  '  This  statement 
has  been  confirmed  in  certain  of  the  above-mentioned  cases,  as'  after  poi- 
soning with  phosphorus,  toluylendiamin,  and  arseniuretted  hydrogen,  by 
direct  experiment. 

The  icterus  is  also  in  these  cases  hepatogenic ;  it  depends  upon  an  absorp- 
tion of  bile-pigments  from  the  liver,  and  this  absorption  seems  to  originate 
in  the  different  cases  in  somewhat  different  ways.  Thus  the  bile  may  be 
viscons  and  cause  a  stowing  of  the  bile  by  counteracting  the  low  secretion 
pressure.  In  other  cases  the  fine  biliary  passages  may  be  compressed  by  an 
abnormal  swelling  of  the  liver-cells,  or  a  catarrh  of  the  bile-passages  may 
occur  causing  a  stowage  of  the  bile  (Stadelmann). 

Bile  Concretions, 

The  concrements  which  occur  in  the  gall-bladder  vary  considerably  in 
size,  form,  and  number,  and  are  of  three  kinds,  depending  upon  the  kind 
and  nature  of  the  bodies  forming  their  chief  mass.  One  group  of  gall- 
stones contains  lime-pigment  as  chief  constituent,  the  other  cholesterin,  and 
the  third  calcium  carbonate  and  phosphate.  The  concrements  of  the  last- 
mentioned  group  occur  very  seldom  in  man.  The  so-called  cholesterin 
stones  are  those  which  occur  most  frequently  in  man,  while  the  lime-pigment 
stones  are  not  found  very  often  in  man,  bat  often  in  oxen. 

^he  pigment-stones  are  generally  not  large  in  man,  but  in  oxen  and  pigs 
they  are  sometimes  found  the  size  of  a  walnut  or  even  larger.  In  most 
cases  they  consist  chiefly  of  bilirubin-calcium  with  little  or  no  biliverdin. 
Sometimes  also  small  black  or  greenish-black,  metallic-looking  stones  are 
found,  which  consist  chiefly  of  bilifnscin  along  with  biliverdin.  Iron  and 
copper  seem  to  be  regular  constituents  of  pigment-stones.  Manganese  and 
zinc  have  also  been  found  in  a  few  cases.  The  pigment-stones  are  generally 
heavier  than  water. 

The  cholesterin-stones,  whose  size,  form,  color,  and  structure  may  vary 
greatly,  are  often  lighter  than  water.  The  fractured  surface  is  radiated, 
crystalline,  and  frequently  shows  crystalline,  concentric  layers.  The 
cleavage  fracture  is  waxy  in  appearance,  and  the  fractured  surface  "when 
rubbed  by  the  nail  also  becomes  like  wax.  By  rubbing  against  each  other 
in  the  gall-bladder  they  often  become  faceted  or  take  other  remarkable 
shapes.  Their  surface  is  sometimes  nearly  white  and  waxlike,  but  generally 
their  color  is  variable.  They  are  sometimes  smooth,  in  other  cases  they  are 
rough  or  uneven.     The  quantity  of  cholesterin  in  the  stones  varies  from 

'  The  literature  belongiug  to  this  subject  is  fouud  in  Stadelmanu,  Der  Icterus,  etc. 
Stuttgart,  1891. 
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642-981  p.  m.  (Eittek').  The  cholesterin-stones  also  sometimes  contain 
variable  amounts  of  lime-pigments  which  give  them  a  very  changeable 
appearance, 

Cholesterin.  This  body  is  generally  considered  as  a  monovalent  alcohol 
of  the  formula  0„H„.OH.  According  to  recent  investigations  it  has  been 
shown  that  the  molecule  contains  27  atoms  of  carbon.  The  formula  is 
either  C„H„OH  (Obermullee)  or  C„H„OH  (Mautiiner  and  Suida). 
By  the  action  of  concentrated  sulphuric  acid  or  phosphoric  acid,  but  also  in 
other  ways,  hydrocarbons  are  obtained,  which  are  called  cholesterilin, 
cholesieron,  and  cholesteriletie  (Zwenger,  Walitzky,  and  others).  Mauth- 
NEK  and  SuiOA,"  who  have  closely  studied  these  hydrocarbons,  have  been 
able  to  prepare  a  crystalline  cholesterlin  by  heating  cholesterin  with 
anhydrous  copper  sulphate.  On  oxidation  cholesterin  yields  partly  indif- 
ferent and  partly  acid  products,  which  seem  to  indicate  a  close  relationship 
between  cholesterin  and  cholaliu  acid.  The  hydrocarbons  stand,  according 
to  Weyl,'  in  close  couuectiou  with  the  terpene  group. 

Cholesterin  occurs  in  small  amounts  in  nearly  all  animal  fluids  and 
juices.  It  occurs  only  rarely  in  the  urine,  and  then  in  very  small  quanti- 
ties. It  is  also  found  in  the  different  tissues  and  organs — especially 
abundant  in  the  brain  and  the  nervous  system, — further  in  the  yolk  of  the 
egg,  in  semen,  in  wool-fat  (together  with  isocholesterin),  and  in  sebum.  It 
appears  also  in  the  contents  of  the  intestine,  in  excrements,  and  in  the 
meconium.  It  occurs  pathologically  especially  in  gall-stones,  as  well  as  in 
atheromatous  cysts,  in  pus,  in  tuberculous  masses,  old  transudations,  cystic 
fluids,  sputum,  and  tumors.  It  does  not  exist  free  in  all  cases;  for  exam- 
ple, it  exists  in  part  as  fatty  acid  esters  in  wool-fat,  blood,  and  brain. 
Several  kinds  of  cholesterin,  cdWei  pht/tosterines,  have  been  found  in  the 
plant  kingdom. 

Cholesterin  which  crystallizes  from  warm  alcohol  on  cooling,  and  that 
which  is  present  in  old  transudations,  contains  1  mol.  of  water  of  crystalliza- 
tion, melts  at  145°  C,  and  forms  colorless,  transparent  plates  whose  sides 
and  angles  frequently  appear  broken  and  whose  acute  angle  is  often  76°  30' 
or  87°  30'.  In  large  quantities  it  appears  as  a  mass  of  white  plates  which 
shine  like  mother-of-pearl  and  have  a  greasy  feel. 

Clialesterin  is  insoluble  in. water,  dilute  acids  and  alkalies.  It  is  neither 
dissolved  nor  changed  by  boiling  caustic  alkali.  It  is  easily  soluble  in  boil- 
ing  alcohol,   and   crystallizes  on   cooling.     It   dissolves   readily  in   ether. 


'  Journ.  de  I'anat.  et  de  ]!i  pliysiol.  (Robin),  1873. 

'  ObeniiuUer,  Dn  Bois-ReymoDcFs  Aroli.,  1889,  and  Zeilsclir.  f.  physiol.  Chem.,  Bd. 
1.5  ;  M.iutliner  and  Suida,  "Wien.  Sitzuugsber.,  Math.  Nat.  Classe,  Bd.  103,  Abth.  2b, 
Whicli  iilsn  contains  the  older  literature. 

s  Du  Rois-Reymond's  Avcb.,  1886,  S.  183. 
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chloroform,  aad  benzol,  and  also  in  the  volatile  or  fatty  oils.  It  is  dissolv^ed 
to  a  slight  extent  by  alkali  salts  of  the  bile-acids. 

Among  the  many  combinations  of  cholesterin  studied  by  Obebmullek, 
the  propionic  ester,  C^H^-CO.  O.C^H,^,  is  of  special  interest  because  of  the 
behavior  of  the  fused  combination  on  cooling,  and  is  used  in  the  detection  of 
cholesterin.  For  the  detection  of  cholesterin  we  make  use  of  its  reaction 
with  concentrated  sulphnric  acid,  which  gi^es  colored  products. 

If  a  mixture  of  five  parts  sulphuric  acid  and  one  part  water  acts  on  a 
cholesterin  crsyfcal,  this  crystal  will  show  colored  rings,  firist  a  bright 
carmine-red  and  then  violet.  This  fact  is  made  use  of  in  the  microscopic 
detection  of  cholesterin.  Another  test,  and  one  very  good  for  the  micro- 
scopical detection  of  cholesterin,  consists  in  treating  the  crystals  first  with 
the  above  dilute  acid  and  then  with  some  iodine  solution.  The  crystals  will 
be  gradually  colored  violet,  bluish  green,  and  a  beautiful  blue. 

Salkowski's  '  Reaction. — The  cholesterin  is  dissolved  in  chloroform 
and  then  treated  with  an  equal  volume  of  concentrated  sulphuric  acid. 
The  cholesterin  solution  becomes  first  bluish  red,  then  gradually  more 
violet- red,  while  the  sulphuric  acid  appears  dark  red  with  a  greenish 
fluorescence.  If  the  chloroform  solution  is  poured  into  a  porcelain  dish  it 
becomes  violet,  then  green,  and  finally  yellow. 

Liebermann-Buechaed's  '  Reaction. — Dissolve  the  cholesterin  in  about 
^  d.c.  chloroform  and  add  first  10  drops  acetic  anhydride  and  then  concen- 
trated sulphuric  acid  drop  by  drop.  The  color  of  the  mixture  will  first  be  a 
beautiful  red,  then  blue,  and  finally,  if  not  too  much  cholesterin  or  sulphuric 
acid  is  present,  a  permanent  green.  In  the  presence  of  very  little  cholesterin 
the  green  color  may  appear  immediately. 

Pure,  dry  cholesterin  whea  fused  in  a  test-tube  over  a  low  flame  with  two  to  three 
drops  propionic  anhydride  yields  a  mass  which  on  cooling  is  first  violet,  then  blue, 
green,  orange,  carmine  red,  and  finally  copper-red.  It  is  best  to  re-fuse  the  mass  on  a 
glass  rod  and  then  to  observe  the  rod  on  cooling,  holding  it  against  a  dark  background 
(Obermuller). 

Schikf's  Reaction.  If  a  little  cholesterin  is  placed  in  a  porcelain  dish  with  the  addi- 
tion of  a  few  drops  of  a  mixture  of  two  to  three  vols.  cone,  hydrochloric  acid  or  sul- 
pliuric  acid  and  one  vol.  of  a  medium  solution  of  ferric  chloride,  and  carefully  evapo- 
rated to  dryness  Over  a  small  flame,  a  reddish- violet  residue  is  first  obtained  and  then  a 
hliiish  violet. 

If  a  small  quantity  of  cholesterin  is  evaporated  to  dryness  with  a  dro|)  of  concen- 
trated nitric  acid,  we  obtain  a  yellow  spot  which  becomes  deep  orange-red  with  am- 
monia or  caustic  soda  (not  a  characteristic  reaction). 

Eoprosterin  is  the  name  given  by  Bondzynski  for  the  cholesterin  isolated  by  him 
from  human  fseces,  which  was  prepared  earlier  by  Flint 'and  designated  stercorin.  It 
dissolves  in  cold,  absolute  alcohol  and  very  readily  in  ether,  chloroform,  and  benzol. 
It  crystallizes  in  fine  needles  which  melt  at  95-96°  C.  and  is  dextro-rotatory,  a(D)  =  +  24. 

'  PflCiger's  Arch,,  Bd.  6. 

'C.  Liebermann,  Ber.  d.  deutsch.  chein.  Gesellsch  ,  Bd.  18,  S.  1804f  H.  Burchard, 
Beitrage  zur  Kenntniss  der  Cholesterine.     Rostock,  1889. 

'Bondzynski,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  29;  Bondzynski  and  Hum- 
nicki.  Zeitschr.  f.  physiol.  Chem.,  Bd.  33;  Flint,  ibid.,  Bd.  33. 
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It  gives  the  same  color  reactions  as  cholesteriii,  with  the  exception  that  it  does  not  give  a 
reaction  with  propionic  anhydride.  According  to  Bondztnski  and  Humnickb  it  Is  a. 
dihydrocholesleriu,  with  the  formula  Gi^)i.^tO,  which  isi  derived  in  the  human  intestine 
by  the  reduction  of  ordinary  cholesterin.  These  investigators  have  found  another  cho- 
lesteiin,  hippokoprosterin,  with  the  formula  C27HB4O,  in  horses'  fseces. 

Isooholesterin  is  a  cholesterin,  so  called  by  Schulze,'  with  the  fornmla 
Cj,I-I„OH,  which  occars  in  wool-fat  and  is  therefore  found  to  a  great 
extent  in  so-called  lanolin.  It  does  not  give  Salkowski's  reaction.  It 
melts  at  138-138,5°  C. 

We  make  use  of  the  so-called  cholesterin-stones  in  the  preparation  of 
cholesterin.  The  powder  is  first  boiled  with  water  and  then  repeatedly 
boiled  with  alcohol.  The  cholesterin  which  on  cooling  separates  from  the 
warm  filtered  solution  is  boiled  with  a  solution  of  caustic  potash  in  alcohol  so 
as  to  saponify  any  fat.  After  the  evaporation  of  the  alcohol  we  extract  the 
cholesterin  from  the  residue  with  ether,  by  which  the  soaps  are  not  dis- 
solved, filter,  evaporate  the  ether,  and  purify  the  cholesterin  by  reorystal- 
lization  from  alcohol-ether.  The  cholesterin  may  be  extracted. from  tissues 
and  fluids  by  first  extracting  with  ether  and  then  purifying  as  above.  It  is 
detected  and  determined  quantitatively  in  tissue,  etc.,  by  this  same  method. 
It  is  ordinarily  easily  detected  in  transudations  and  pathological  formations 
by  means  of  the  microscope. 

'  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  6;  Journal  f.  pralit.  Chem.,  N.  F.,  Bd.  25, 
S.  458 ;  and  Zeitschr.  f.  physiol.  Chem.,  Bd.  14,  S.  523.  See  also  E.  Schulze  and  J. 
Bi^rbieri,  Journal  f.  prakt.  Chem.,  N.  F.,  Bd.  35,  S.  159.  In  regard  to  the  formula  for 
isocholesterin,  see  Darm3tS,dter  and  Lifschutz,  Ber.  d.  deutsch.  chem.  Qesellsch. ,  Bd. 
31,  and  E.  Schulze,  ibid.,  S.  1300. 


CHAPTEE  'IX. 

DIGESTION. 

The  parpose  of  the  digestion  is  to  separate  those  constituents  of  th» 
food  which  servo  as  the  nutriment  of  the  body  from  those  which  are  useless, 
and  to  separate  each  in  such  a  form  that  it  may  be  taken  up  by  the  blood 
from  the  alimentary  canal  and  employed  for  the  various  purposes  in  the 
organism.  This  demands  not  only  mechanical  but  also  chemical  action. 
The  first  action,  which  is  essentially  dependent  upon  the  physical  properties 
of  the  food,  consists  in  a  tearing,  cutting,  crushing,  or  grinding  of  the  food, 
and  serves  chiefly  to  convert  the  nutritive  bodies  into  a  soluble  and  easily 
absorbed  form,  or  in  the  splitting  of  the  same  into  simpler  combinations  for 
use  in  the  animal  syntheses.  The  solution  of  the  nutritive  bodies  may  take 
place  in  certain  cases  by  the  aid  of  water  alone,  but  in  most  cases  a  chemical 
metamorphosis  or  cleavage  is  necessary,  and  is  effected  by  means  of  the  acid 
or  alkaline  fluids  secreted  by  the  glaads.  The  study  of  the  processes  of 
digestion  from  a  chemical  standpoint  must  therefore  begin  with  the  diges- 
tive fluids,  their  qualitative  and  quantitative  composition,  as  well  as  their 
action  on  the  nutriments  and  foods. 

I.  The  Salivary  Glands  and  the  Saliva. 

The  salivary  glands  are  partly  albuminous  glands  (as  the  parotid  in  man 
and  mammals  and  the  submaxillary  in  rabbits),  partly  mucous  glands  (as 
some  of  the  small  glands  in  the  buccal  cavity  and  the  sublingual  and  sub- 
maxillary glands  of  many  animals),  and  partly  mixed  glands  (as  the 
submaxillary  gland  in  man).  The  alveoli  of  the  albumin-glands  contain 
cells  which  are  rich  in  proteid,  but  contain  no  mucin.  The  alveoli  of  the 
mncin-gland's  contain  cells  rich  in  mucin  but  poor  in  proteid.  Cells 
arranged  in  different  ways,  bat  rich  in  proteids,  also  occur  in  the  submaxil- 
lary and  sublingual  glands.  According  to  the  analyses  of  Oidtmann  '  the 
salivary  glands  of  a  dog  contain  790  p.  m.  water,  200  p.  m.  organic  and  10 
p.  m.  inorganic  solids. 


'  Cit.    from  Gorup-Besanez,  Lehrbuch  d.  physiol.  Cliem.,  4.  AuiB.,  S.  733.     The 
figures  there  given  amount  to  1010  parts  instead  of  1000  parts. 
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Among  the  solids  we  find  mucm,  proteids,  nucleoproteids,  nuclein, 
enzymes  and  their  zymogens,  besides  extracMve  bodies,  leucin,  xanthin  bodies, 
and  mineral  substances. 

The  occurreuce  of  a  muciuogen  has  not  beeu  proved.  Ou  the  cumplete  removal  of 
all  mucin  E.  Holmgren  -  found  no  muciuogen  in  the  submaxillary  gland  of  the  ox,  but 
a  muciu-like  glyconucleoproteid. 

The  saliva  is  a  mixture  of  the  secretion  of  the  above-mentioned  groups 
of  glands;  therefore  it  is  proper  that  we  first  study  each  of  the  different 
secretions  by  itself,  and  then  the  mixed  saliva. 

The  submaxillary  saliva  in  man  may  be  easily  collected  by  introducing 
a  canula  through  the  papillary  opening  into  Wharton's  duct. 

The  submaxillary  saliva  has  not  always  the  same  composition  or  proper- 
ties; this  depends  essentially,  as  shown  by  experiments  on  animals,  upon 
the  conditions  under  which  the  secretion  takes  place.  That  is  to  say,  the 
secretion  is  partly  dependent  on  the  cerebral  system,  through  the  facial 
fibres  in  the  chorda  tympani  and  partly  on  the  sympathetic  nervous  system, 
through  the  fibres  entering  the  vessels  in  the  gland.  In  consequence  of  this 
dependence  the  two  distinct  varieties  of  submaxillary  secretion  are  distin- 
guished as  chorda-  and  sympathetic  saliva.  A  third  kind  of  saliva,  the 
so-caWeA.  paralytic  saliva,  is  secreted  after  poisoning  with  curara  or  after  the 
severing  of  the  glandular  nerves. 

The  difference  between  chorda-  and  sympathetic  saliva  (in  dogs)  consists 
chiefly  in  their  quantitative  constitution,  namely,  the  less  abundant  sym- 
pathetic saliva  is  more  viscous  and  richer  in  solids,  especially  in  mucin, 
than  the  more  abundant  chorda-saliva.  The  specific  gravity  of  the  chorda- 
saliva  of  the  dog  is  1.0039-1.0056  and  contains  13-14  p.  m.  solids 
{Eckhakb").  The  sympathetic  has  a  specific  gravity  of  1.0075-1.818,  with 
16-28  p.  m.  solids.  The  gases  of  the  chorda-saliva  have  been  investigated 
by  Pi'LUGEK. '  He  found  0.5-0.8^  oxygen,  0.9-lj^  nitrogen,  and  64.73- 
85.13^  carbon  dioxide — all  results  calculated  at  0°  C.  and  760  mm.  pressure. 
The  greater  part  of  the  carbon  dioxide  was  chemically  combined. 

The  two  kinds  of  submaxillary  secretion  just  named  have  not  thus  far 
"been  separately  studied  in  man.  The  secretion  may  be  excited  by  a  moral 
«motion,  by  mastication,  and  by  irritating  the  mucous  membrane  of  the 
mouth,  especially  with  acid-tasting  substances.  The  submaxillary  saliva  in 
man  is  ordinarily  clear,  rather  thin,  a  little  ropy,  and  froths  easily.  Its 
reaction  is  alkaline.  The  specific  gravity  is  1.002-1.003,  and  it  contains 
3.6-4.5  p.   m.  solids.'     We  find  as  organic  constituents  mucin,   traces  of 

'  Upsala  Lakaref.  Fijrh.  (N.  F.),  Bd.  2;  also  Maly's  Jahresber.,  Bd.  27. 
«  Cited  from  Kilhne,  Lehrb.  d.  physiol.  Cliem.,  S.  7. 
s  Pfliiger's  Arch.,  Bd.  1. 

*  See  Maly,  "  Chemie  der  Verdauuugssaftu  uud  der  Verdauung "  in  Hermanu's 
Handb.,  Bd.  5,-  Tli.  3,  S.  18.     This  article  contains  also  the  pertinent  literature. 
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proteid  and  diastatic  enzyme,  ■which  is  absent  in  several  species  of  animals. 
The  inoi-gauic  bodies  are  alkali  chlorides,  sodium  and  magnesium  phos- 
phates, besides  bicarbonates  of  the  alkalies  and  calcium.  Potassium  snlpho- 
<iyanide  occurs  in  this  saliva. 

The  Sublingual  Saliva.  The  secretion  of  this  saliva  is  also  influenced 
by  the  cerebral  and  the  sympathetic  nervous  system.  The  chorda-saliva, 
which  is  secreted  only  to  a  small  extent,  contains  numerous  salivary  corpus- 
cles, but  is  otherwise  transparent  and  very  ropy.  Its  reaction  is  alkaline 
and  contains,  according  to  Heidenhain','  27.5  p.  m.  solids  (in  dogs). 

The  sublingual  secretion  in  man  is  clear,  mucilaginous,  more  alkaline 
than  the  submaxillary  saliva,  and  contains  mucin,  diastatic  enzyme,  and 
potassium  sulphocyanide. 

Buccal  mucus  can  only  be  obtained  pure  from  animals  by  the  method 
suggested  by  Bidder  and  Schmidt,  which  consists  in  tying  the  exit  to  all 
the  large  salivary  glands  and  cutting  off  their  secretion  from  the  mouth. 
The  quantity  of  liquid  secreted  under  these  circnmstances  (in  dogs)  was  so 
very  small  that  the  investigators  aamed  were  able  to  collect  only  2  grms. 
"buccal  mucus  in  the  conrse  of  twenty-foar  hours.  It  is  a  thick,  ropy, 
sticky  liquid  containing  mucin;  it  is  rich  in  form-elements,  above  all  in  flat 
epithelium-cells,  mucous  cells,  and  salivary  corpuscles.  The  quantity  of 
solids  in  the  buccal  mucus  of  the  dog  is,  according  to  Bidder  and 
Schmidt,''  9.98  p.  m. 

Parotid  Saliva.  The  secretion  of  this  saliva  is  also  partly  dependent  on 
the  cerebral  nervous  system  (n.  glossopharyngeus)  and  partly  on  the 
sympathetic.  The  secretion  may  be  excited  by  mental  emotions  and  bj- 
■  irritation  of  the  glandular  nerves,  either  directly  (in  animals)  or  reflexly,  by 
mechanical  or  chemical  irritation  of  the  mncoiis  membrane  of  the  mouth. 
Among  the  chemical  irritants  the  acids  take  first  place,  while  alkalies  and 
pungent  substances  have  little  action.  Sweet-tasting  bodies,  sach  as  honey, 
are  said  to  have  no  effect.  Mastication  has  great  influence  in  the  seretion 
of  parotid  saliva,  which  is  especially  marked  in  certain  herbivora. 

Human  parotid  saliva  may  be  readily  collected  by  the  introduction  of  a 
canula  into  Stenson's  duct.  This  saliva  is  thin,  less  alkaline  than  the 
submaxillary  saliva  (the  first  drops  are  sometimes  nentral  or  acid),  without 
special  odor  or  taste.  It  contains  a  little  proteid  but  no  mucin,  which  is  to 
he  expected  from  the  construction  of  the  gland.  It  also  contains  a  diastatic 
enzyme,  which,  however,  is  absent  in  many  animals.  The  quantity  of  solids 
varies  between  5  and  16  p.  in.  The  specific  gravity  is  1.00.3-1.012. 
Potassium  sulphocyanide  seems  to  be  present,  though  it  is  not  a  constant 
constituent.     Kulz  '  found  1.46^  oxygen,  3.2^  nitrogen,  and  in  all  66. 7j^ 

'  Smdien  d.  physio).  Inslitiits  zii  Breslau,  Hefl  4. 

'  Diu  Verdauungssafte  und  der  StofEwcclisel  (Mitau  and  Leipzig,  1853),  S.  5. 

=  Zeitscbr.  f.  Biologie,  Bd.  23. 
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carbon  dioxide  in  human  parotid  saliva.     The  quantity  of  firmly  combined 
carbon  d-ioxide  was  63^. 

The  mixed  buccal  saliva  in  man  is  a  colorless,  faintly  opalescent,  slightly 
ropy,  easily  frothing  liquid  withont  special  odor  or  taste.     It  is  made  turbid 
by  epithelium-cells,  mucous   and  salivary  corpuscles,   and  often  by  food 
residues.     Like  the  submaxillary  and  parotid  saliva,  on  exposure  to  the  air 
it  becomes  coTered  with  an  incrustation  consisting  of  calcium  carbonate  and 
a  small  quantity  of  au  organic  substance,  or  it  gradually  becomes  cloudy. 
Its  reaction  is  generally  alkaline  to  litmus,  and  according  to  Chittexdek 
and  Ely  it  corresponds  to  the  alkalinity  of  a  0.8  p.  m.  NajOOj  solation. 
Still  the  alkalinity  varies  (Chittekden  and  Kichards)  and  may  also  be 
acid,  as  found  by  Stricker  '  to  be  the  case  some  time  after  a  meal.     Thff' 
specific  gravity  varies  between  1.003  and  1.008,  and  the  quantity  of  solids 
between  5  and  10  p.  m.     The  solids,  irrespective  of  the  form-constituents 
mentioned,  consist  of  proteid,  mucin,  two  enzymes,  ptyalin  and  ghtcase,  and 
mineral  bodies.     It  is  also  claimed  that  urea  is  a  normal  constituent  of  the 
saliva.     The  mineral  bodies  are  alkali  chlorides,  bicarbonates  of  the  alkalies 
and   calcium,   phosphates,  and  traces  of  sulphates,  nitrites,  and  sulpho- 
cyanides  (0.1  p.  m.  Munk)  and  ammonia.     Kruger"  has  recently  shown 
that  the  saliva  from  smokers  contains  more  sulphocyanides  than  that  from 
non-smokers. 

Sulphocyanides,  which,  although  not  constant,  occur  in  the  saliva  of 
man  and  certain  animals,  may  be  easily  detected  by  first  acidifying  the 
saliva  with  hydrochloric  acid  and  treating  with  a  very  dilute  solation  of 
ferric  chloride.  As  control,  especially  in  the  presence  of  very  small  quan- 
tities, it  is  best  to  compare  the  test  with  another  test-tube  containing  an 
equal  amount  of  acidulated  water  and  ferric  chloride.  Other  methods  have 
been  suggested  by  Gscheidlen  and  Solera.  The  quantitative  estimation 
can  be  done  according  to  Munk's  '  method. 

Ptyalin,  or  salivary  diastase,  is  the  amylolytic  enzyme  of  the  saliva. 
This  enzyme  is  found  in  human  saliva,'  but  not  in  that  of  all  animals, 
especially  not  in  the  typical  carnivora.  It  occurs  not  only  in  adults,  but 
also  in  new-born  infants.  Zweifel  '  claims  that  the  ptyalin  in  new-born 
infants  occurs  only  in  the  parotid  gland,  but  not  in  the  submaxillary. 
In  the  latter  it  appears  only  two  months  after  birth. 

'  Chittenden  and  Ely,  Amer.  Chem.  Journ.,  Vol.  4,  1883;  Chittenden  and  Richards, 
Amer.  Journ.  of  Physiol.,  Vol.  1  ;  Stricker,  cited  from  Centralbl.  f.  Physiol.,  Bd.  3,  S. 
337. 

»  Zeitschr.  f.  Klin.  Med.,  Bd.  32. 

'  Gscheidlen,  Maly's  Jahvesber.,  Bd.  4;  Solera,  see  ibid.,  Bdd.  7  and  8  ;  Munk,  Vir- 
chow's  Arch.,  Bd.  69. 

■*  In  regard  to  the  variation  in  the  q\iautity  of  ptyalin  in  human  saliva  see  :  Hofbauer, 
Centralbl.  f.  Physiol.,  Bd.  10,  and  Chittenden  and  Richards,  Amer.  Journ.  of  Physiol., 
Vol.  1. 

'  Untersuchungen  ilber  den  Vevdauungsapparat  der  Neugeborcnen.     Berlin,  1874. 
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According  lo  H.  Goldschmidt  '  the  saliva  (parotid  saliva)  of  the  liorse  does  not  con- 
taiu  plyaliu,  but  a  zymogen  of  the  same,  while  in  other  uninnals  aud  man  the  pylalin  is 
formed  from  the  zymogen  during  secretion.  lu  horses  the  zymogen  is  transformed  into 
ptyalin  during  mastication,  and  bacteria  seem  to  give  the  impulse  to  thi§  change. 
During  precipitation  with  alcohol  the  zymogen  is  changed  into  plyalin. 

Ptyalin  has  not  been  isolatted  in  a  pare  form  up  to  the  present  time.  It 
can  be  obtained  purest  by  Cohnheim's  "  method,  which  consists  in  carrying 
the  enzyme  down  mechanically  with  a  calcium-phosphate  precipitate  and 
washing  the  precipitate  with  water,  which  dissolves  the  ptyalin,  and  from 
which  it  can  be  obtained  by  precipitating  with  alcohol.  For  the  study  or 
demonstration  of  the  action  of  ptyalin  we  may  use  a  watery  or  glycerin 
extract  of  the  salivary  glands,  or  simply  the  saliva  itself. 

Ptyalin,  like  other  enzymes,  is  characterized  by  its  action.  This  consists 
in  converting  starch  into  dextrins  and  sugar.  In  regard  to  the  process 
going  on  in  this  conversion  we  are  not  quite  clear.  In  general  it  may  be 
described  as  follows:  In  the  first  stages  soltible  starch  or  amiduUn  is  formed. 
Prom  this  amidulin,  erythrodextrin  and  sugar  are  produced  by  hydrolytic 
cleavage.  The  erythrodextrin  then  splits  into  a-achroodextrin  and  sugar. 
Prom  this  achroodextrin  by  splitting  /3-achroodextrin  and  sugar  are  formed, 
and  finally  this  /S-achroodextrin  splits  into  sugar  and  ;/-achroodextrin. 
According  to  a  few  investigators  the  number  of  dextrins  formed  as  inter- 
mediate steps  is  different.'  It  is  only  within  a  very  short  time  that  it  has 
been  made  clear  what  kind  of  sugar  is  produced  in  this  process.  For  a 
long  time  it  was  considered  that  dextrose  was  the  sugar  formed  from  starch 
and  glycogen,  but  Seegen  and  0.  Nasse  have  shown  that  this  is  not'  true. 

MuscuLUS  and  v.  Meeixg  have  shown  that  the  sugar  formed  by  the 
action  of  saliva,  amylopsin,  and  diastase  upon  starch  and  glycogen  is  in 
greatest  part  maltose.  This  has  been  substantiated  by  Bbowk  and  Hekon. 
Lately  E.  Kulz  and  J.  Vogel'  have  demonstrated  that  in  the  saccharifica- 
tion  of  starch  and  glycogen  isomaltose,  maltose,  and  some  dextrose  are 
formed,  the  varying  quantities  depending  upon  the  amount  of  ferment  and 
length  of  action.  The  formation  of  glucose  is  claimed  by  Tebb,  Eohmanit 
and  Hambukgek  '  to  be  only  a  product  of  the  inversion  of  the  maltose  by 
the  glucase. 

In  the  past  ptyalin  and  malt  diastase  were  not  considered  identical  on 


'  Zeitschr.  f.  physiol.  Chem.,  Bd.  10. 

«  Virchow's  Arch.,  Bd.  28. 

»  See  Chapter  III,  p.  89. 

*  Seegen,  Centralbl.  f.  d.  med.  'Wissensoh.,  1876,  and  Pflliger's  Arch.,  Bd.  19  ;  Nasse, 
ibid.,  Bd.  14 ;  Musculus  and  v.  Mering,  Zeitschr.  f.  physiol.  Chem.,  Bd.  2  ;  Brown  and 
Heron,  Liebig's  Annal.,  Bdd.  199  and  204 ;  KUlz  and  Vogel,  Zeitschr.  f.  Biologic,  Bd. 
31. 

'  Tebb,  Journ.  of  Physiol. ,  Vol.  15;  ROhmann,  Her.  d.  deutsch.  chem.  Gesellsch., 
Bd.  37  ;  Hamburger,  PiJilger's  Arch.,  B&.  60. 
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account  of  the  different  temperatures  at  which  they  are  most  active.     The 
correctness  of  sach  a  view  has  been  disputed  by  the  researches  of  Puglise.  ' 

The  action  of  ptyalin  in  various  reactions  has  been  the  subject  of 
numerous  investigations."  Naturally  the  alkaliae  saliva  is  very  active,  but 
it  is  not  as  active  as  when  neutral.  It  may  be  still  more  active  under  cir- 
cumstances in  faintly  acid  reaction,  and  according  to  Chittenden  and 
Smith  it  acts  better  when  enough  hydrochloric  acid  is  added  to  saturate 
the  proteids  present  than  when  only  simply  neutralized.  When  the  acid- 
combined  proteid  exceeds  a  certain  amount,  then  the  diastatic  action  is 
diminished.  The  addition  of  alkali  to  the  saliva  decreases  its  diastatic 
action;  on  neutralizing  the  alkali  with  acid  or  carbon  dioxide  the  retarding^ 
or  preventive  action  of  the  alkali  is  arrested.  According  to  Schibrbeck 
carbon  dioxide  has  an  accelerating  action  in  neutral  liquids,  while  Ebsteist 
claims  that  it  has  as  a  rule  a  retarding  action.  Organic  as  well  as  inorganic 
acids,  when  added  in  sufficient  quantity,  may  stop  the  diastatic  action 
entirely.  The  degree  of  acidity  necessary  in  this  case  is  not  always  the 
same  for  a  certain  acid,  but  is  dependent  upon  the  quantity  of  ferment. 
The  same  degree  of  acidity  in  the  presence  of  large  am.ouuts  of  ferment  hasi 
a  weaker  action  than  in  the  presence  of  smaller  quantities.  Hydrochloric 
acid  is  of  special  physiological  interest  in  this  regard,  namely,  it  prevents 
the  formation  of  sugar  even  in  very  small  amounts  (0.03  p.  m.).  Hydro- 
chloric acid  has  not  only  the  property  of  preventing  the  formation  of  sugar, 
but,  as  shown  by  Langlet,  Ntlen,  and  others,  may  entirely  destroy  the 
enzyme.  This  is  important  in  regard  to  the  physiological  significance  of 
the  saliva.  That  boiled  starch  (paste)  is  quickly,  and  unboiled  starch  only 
slowly,  converted  into  sugar  is  also  of  interest.  Various  kinds  of  unboiled 
starch  are  converted  with  different  degrees  of  rapidity. 

The  rapidity  with  which  ptyalin  acts  increases,  at  least  under  conditions 
otherwise  favorable,  with  the  amount  of  enzyme  and  with  an  increasing 
temperature  to  a  little  above  +  40°  C.  Foreign  substances,  such  as  metallic 
salts,'  have  different  effects.  Certain  salts  even  in  small  quantities  com- 
pletely arrest  the  action;  for  example,  HgCl,  accomplishes  this  result  com- 
pletely by  the  presence  of  only  0.05  p.  m.  Other  salts,  such  as  magnesium 
sulphate,  in  small  quantities  (0.35  p.  m.)  accelerate,  and  in  larger  quantities- 

•  Pfluger's  Arch.,  Bd.  69. 

*  See  Hammarsten,  Maly's  Jahresber.,  Bd.  1  ;  CblUenden  and  Giiswold,  Amer.  Cliem. 
Journ.,  Vol.  3  ;  Langley,  Journal  of  Physiol.,  Vol.  3  ;  Nylen,  Maly's  Jahresber.,  Bd.  13, 
S.  241  ;  Chittenden  and  Ely,  Amer.  Chem.  Joiirn.,  Vol.  4;  Laugley  and  Eves,  Journal 
of  Physiol.,  Vol.  4;  Chittenden  and  Smith,  Yale  College  Studies,  Vol.  1,  1885,  p.  1 ; 
Scblesinger,  Virchow's  Arch.,  Bd.  125;  Shierbeck,  Skand.  Arch.  f.  Physiol.,  Bd.  3; 
Ebstein  and  C.  Schulze,  Virchow's  Arch.,  Bd.  134. 

'See  O.  Nasae,  Pflilger's  Arch.,  Bd.  11.  and  Chittenden  and  Painter,  Yale  College 
Studies,  Vol.  1,  1885,  p.  53. 


COMPOSITION  OP  SALIVA. 


265 


(5  p.  m.)  check  the  action.  The  preaence  of  pepboae  has  an  accelerating 
action  on  the  sugar  formation  (Chittenden  and  Smith  and  others).  The 
accumulation  of  tlie  products  of  the  ainylolytic  decomposition  also  checks  the 
action  of  the  saliva.  This  has  been  shown  by  special  experiments  made  by 
Sh.  Lea.'  He  made  parallel  experiments  with  digestions  in  test-tubes  and 
in  dialyzers,  and  found  on  the  removal  of  the  prodacts  of  the  amylolytic 
decomposition  by  dialysis  that  the  formation  of  sugar  took  place  sooner, 
bat  also  that  considerably  more  maltose  and  less  dextrin  was  formed. 

To  show  the  action  of  saliva  or  ptyalin  on  starch  the  three  ordinary  tests 
for  dextrose  may  be  used,  namely,  Moore's  or  Teommer's  test  or  the 
bismuth  test  (see  Chapter  XV).  It  is  also  necessary,  as  a  control,  to  first 
test  the  starch-paste  and  the  saliva  for  the  presence  of  dextrose.  The  steps 
formed  in  the  transformation  of  starch  into  amidulin,  erythrodextrin,  and 
achroodextrin  may  be  shown  by  testing  with  iodine. 

Glucase  only  occurs  in  saliva  to  a  slight  extent.  It  converts  maltose 
into  glucose.  According  to  Steicker  "  saliva  also  has  the  power  of  splitting 
snlphuretted  hydrogen  from  the  sulphur  oils  of  radishes,  onions,  and  certain 
other  kitchen  vegetables. 

The  quantitative  composition  of  the  mixed  saliva  must  vary  considerably, 
not  only  because  of  individual  differences,  but  also  because  under  varying 
conditions  there  may  be  an  unequal  division  of  the  secretion  from  the  differ- 
ent glands.  We  give  below  a  few  analyses  of  human  saliva  as  example  of 
its  composition.     The  results  are  in  parts  per  1000. 
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Hammebbachbr  found  in  1000  parts  of  the  ash  from  human  saliva :  potash  457.3, 
soda  95.9,  iron  oxide  50.11,  magnesia  1.55,  sulphuric  anhydride  (SOi)  63.8,  phosphoric 
anhydride  (PjO.)  188.48,  and  chlorine  183.52. 

'  Journ.  of  Physiol.,  Vol.  11. 
'  Munch,  med.  Wochenschr.,  Bd.  43. 

'  Zeltschr.  f.  physiol.  Chem.,  Bd.  5.  The  other  analyses  are  cited  from  Maly, 
Chemie  der  Verdauungssttfte,  Hermann's  Handbuch  d.  Physiol.,  Bd.  5,  Th.  3,  S.  14. 
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The  quantity  of  saliva  secreted  during  34  hours  cannot  be  exactly  deter- 
mined, bat  has  been  calculated  by  Biddee  and  Schmidt  to  be  1400-1500 
grms.  The  most  abundant  secretion  occurs  during  meal-times.  According 
to  the  calculations  and  determinations  of  Tuczek  '  in  man,  1  grm.  of  gland 
yields  13  grms.  secretion  in  the  course  of  one  hour  during  mastication. 
These  figures  correspond  fairly  well  with  those  representing  the  average 
secretion  from  1  grm.  of  gland  in  animals,  namely,  14.2  grms.  in  the  horse 
and  8  grms.  in  oxen.  The  quantity  of  secretion  per  hour  may  be  8  to  14 
times  greater  than  the  entire  mass  of  glands,  and  there  is  probably  no  gland 
in  the  entire  body,  as  far  as  we  know  at  present — the  kidneys  not  excepted 
— whose  ability  of  secretion  under  physiological  conditions  equals  that  of 
the  salivary  glands.  A  remarkably  abundant  secretion  of  saliva  is  induced 
by  pilocarpin,  while  atropin,  on  the  contrary,  prevents  it. 

Though  an  abundant  secretion  of  saliva  is  produced,  as  a  rule,  by  an 
increased  supply  of  blood,  still  it  is  not  a  simple  filtration  process,  as  seen 
from  the  following  circumstances.  The  secretion-pressure  is  greater  than 
the  blood-pressure  in  the  carotid,  and  in  poisoning  by  atropin,  which 
paralyzes  the  secretory  nerves,  an  increased  supply  of  blood  is  produced  by 
irritation  of  the  chorda,  but  no  secretion.  The  salivary  glands  have  more- 
over a  specific  property  of  eliminating  certain  substances,  such  as  potassium 
salts  (Salkowski*),  iodine,  and  bromine  combinations,  but  not  others,  such 
as  iron  combinations.  It  is  also  noticeable  that  the  saliva  is  richer  in  solids 
when  it  is  eliminated  quickly  by  gradually  increased  irritation,  and  in  larger 
<|aantities  than  when  the  secretion  is  slower  and  less  abundant  (Heidex- 
iiAiJsr).  The  amount  of  salts  increases  also  to  a  certain  degree  by  an 
increasing  rapidity  of  elimination  (Heidenhain,  Weetheh,  Langley  and 
Fletcher,  ISTovi'). 

Like  the  secretion  processes  in  general,  the  secretion  of  saliva  is  closely 
connected  with  the  processes  in  the  cells.  The  chemical  processes  going  on 
in  these  cells  during  secretion  are  still  unknown. 

The  Physiological  Importance  of  the  Saliva.  The  quantity  of  water  in 
the  saliva  renders  possible  the  effects  of  certain  bodies  on  the  organs  of  taste, 
and  it  also  serves  as  a  solvent  for  a  part  of  the  nutritive  substances.  The 
importance  of  the  saliva  in  mastication  is  especially  marked  in  herbivora, 
and  there  is  no  question  of  its  importance  in  facilitating  the  act  of  swallow- 
ing. The  power  of  converting  starch  into  sugar  is  not  inherent  in  the 
saliva  of  all  animals,  and  even  when  it  possesses  this  property  the  intensity 


'  Bidder  and  Schmidt,  1.  c,  S.  13 ;  Tuczek,  Zeitschr.  f .  Biologie,  Bd.  12. 

'  Vircbow's  Arch. ,  Bd.  53. 

•  Heidenhain,  Pfliiger's  Arch.,  Bd.  17  ;  Werther,  Und.,  Bd.  38  ;  Langley  and  Fletcher, 
Proc.  Eoy.  Soc,  Vol.  45,  and  especially  Phil.  Trans.  Roy.  Soc.  London,  Vol.  180 ;  Novi, 
Du  Bois-Reymoud's  Arch.,  1888. 
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Varies  in  different  animals.  In  man,  whose  saliva  forms  sugar  rapidly,  a 
formation  of  sugar  from  (boiled)  starch  undoubtedly  takes  place  in  the 
mouth,  but  how  far  this  action  goes  on  after  the  morsel  has  entered  the 
stomach  depends  upon  the  rapidity  with  which  the  acid  gastric  juice  mixes 
with  the  swallowed  food,  and  also  upon  the  relative  amounts  of  the  gastric 
juice  and  food  in  the  stomach.  The  large  quantity  of  water  which  is 
swallowed  with  the  saliva  must  be  absorbed  and  pass  into  the  blood,  and  it 
must  go  through  an  intermediate  circulation  in  the  organism.  Thus  the 
organism  possesses  in  the  saliva  an  active  medium  by  which  a  constant 
stream,  conveying  the  dissolved  and  finely  divided  bodies,  passes  into  the 
blood  from  the  intestinal  canal  during  digestion. 

Salivary  Concrements.  The  so-called  tartar  is  yellow,  gray,  yellowish  gray,  brown  or 
black,  aud  has  a  stratified  structure.  It  may  coutain  more  than  200  p.  m.  organic  sub- 
stances, which  cousist  of  mucin,  epithelium,  and  lbptothrix-ohains.  The  chief  part 
,  of  the  inorganic  constituents  consists  of  calcium  carbonate  and  phosphate.  The  salivary 
calculi  may  vary  in  size  from  that  of  a  small  grain  to  that  of  a  pea  or  still  larger  (a  sali- 
vary calculus  has  been  found  weighing  18.6  grras.),  and  it  contains  a  variable  quantity  of 
organic  substances  (50-380  p.  m.),  which  remain  on  extracting  the  calculus  with  hydro- 
chloric acid.    The  chief  inorganic  constituent  is  calcium  carbonate. 

II.  The  Glands  of  the  Mucous  Membrane  of  the 
Stomach,  and  the  Gastric  Juice. 

Since  of  old,  the  glands  of  the  mucous  coat  of  the  stomach  have  been 
divided  into  two  distinct  kinds.  Those  which  occur  in  the  greatest  abun- 
dance and  which  have  the  greatest  size  in  the  fundus  are  called  fundus 
glands,  also  rennin  or  pepsin  glands.  Those  which  occur  only  in  the  neigh- 
borhood of  the  pylorus  have  received  the  name  of  pyloric  glands,  sometimes 
also,  though  incorrectly,  called  mucous  glands.  The  mucous  coating  of  the 
stomach  is  covered  throughout  with  a  layer  of  columnar  epithelium,  which 
is  generally  considered  as  consisting  of  goblet  cells  that  produce  mucus  by  a 
metamorphosis  of  the  protoplasm. 

The  fundus  glands  contain  two  kinds  of  cells :  adelomoephic  or  chief 
cells,  and  delomoephio  or  paeietal  cells,  the  latter  formerly  called 
KEXNIN  or  pepsin  cells.  Both  kinds  consist  of  protoplasm  rich  in  proteids; 
but  their  relationship  to  coloring  matters  seems  to  show  that  the  albuminous 
bodies  of  both  are  not  identical.  The  nucleus  must  consist  chiefly  of 
nuclein.  Besides  the  above-mentioned  constituents  the  fundus  glands 
contain  as  more  specific  constituents  two  zymogens,  which  are  the  mother- 
substances  of  the  pepsin  and  the  rennin,  besides  a  small  quantity  of  fat  and 
cholesteriu. 

The  pyloric  glands  contain  cells  which  are  generally  considered  as 
related  to  the  above-mentioned  chief  cells  of  the  fundus  glands.  As  these 
glands  were  formerly  thought  to  contain  a  larger  quantity  of  mucin,  they 
were  also  called  mucous  glands.     According  to  Heidenhain,  independent 
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of  the  colnmnar  epithelinm  of  the  excretory  ducts  they  take  no  part  worthy 
of  mention  ia  the  formation  of  mucus,  which,  according  to  his  views,  is. 
effected  by  the  epithelium  covering  the  mucous  membrane.  The  pyloric- 
glands  also  seem  to  contain  the  zymogens  referred  to  above.  Alkali  chlo- 
rides, alkali  phosphates,  and  calcium  phosphates  are  found  in  the  mucous 
coating  of  the  stomach. 

LiBBERMANN '  has  obtained  an  acid-reacting  residue  on  digesting  the  mucosa  of  the 
stomach  with  pepsiu  Ijydiochloric  acid,  which  strangely  contained  no  nuclein,  but  only 
a  proteid  containing  lecithin,  called  lecithalbumin.  To  this  lecithalbumin  he  ascribes  a 
great  importance  in  the  secretion  of  hydrochloric  acid  (see  below). 

The  Gastric  Juice.  The  observations  of  Helm  and  Beaumont  on 
persons  with  gastric  fistula  led  to  the  suggestion  that  gastric  fistulas  be 
made  on  animals,  and  this  operation  was  first  performed  by  Basso w '  in 
1842  on  a  dog.  Vekneuil  performed  the  same  on  a  man  in  1876  with 
successful  results.  Pawlow  "  has  recently  improved  the  surgery  of  gastric 
fistula  and  has  added  much  to  the  study  of  the  gastric  secretion. 

The  secretion  of  gastric  juice  is  not  continuous,  at  least  in  man  and  the 
mammals  experimented  upon.  It  only  occurs  under  psychic  influence,  and 
also  by  irritation  of  the  mucous  membrane.  According  to  the  ordinary  view 
this  irritation  may  be  of  a  mechanical,  thermic,  or  chemical  nature.  Among- 
the  latter  we  include  alcohol  and-ether,  which  when  in  too  great  concentra- 
tion do  not  produce  a  physiological  secretion,  but  a  transudation  of  a 
neutral  or  faintly  alkaline  fluid.  To  this  class  certain  acids,  carbon  dioxide, 
neutral  salts,  meat  extracts,  spices,  and  other  bodies  also  belong,  but  unfor- 
tunately the  reported  observations  are  uncertain  and  contradictory. 

The  most  exhaustive  researches  on  the  secretion  of  gastric  Juice  (in  dogs)* 

has  been  done  by  Pawlow  and  his  pupils.* 

In  order  to  obtain  gastric  juice  free  from  saliva  and  food  residues  they  arranged' 
besides  a  gastric  fistula  also  an  oesophagus  fistula  from  which  the  swallowed  food  could 
be  withdrawn  with  the  saliva  without  entering  the  stomach,  and  in  this  an  apparent  feed- 
ing was  possible.  In  this  way  it  was  possible  to  study  the  influence  of  psychical 
moments  on  one  side  and  the  direct  action  of  food  on  the  mucous  membrane  on  the- 
other.  After  a  method  suggested  by  Hkidenhain  and  later  improved  by  Pawlow  and 
Khigine,  they  have  succeeded  in  preparing  a  blind  sac  by  partial  dissection  of  the  fundus 
part  of  ihe  stomach,  and  the  secretion  processes  could  be  studied  in  this  sac  while  the 
digestion  in  the  other  parts  of  the  stomach  was  going  on.  In  this  way  they  were  able  to 
study  the  action  of  different  foods  on  the  secretion. 

The  most  essential  results  of  the  investigations  of  Pawlow  and  his 
pupils  are  as  follows :  Mechanical  irritation  of  the  mucosa  does  not  produce 

>  PflUger's  Arch.,  Bd.  50. 

'  Helm,  Zwei  Krankengeschichten.  Wien,  1803.  Cit.  from  Hermann's  Handbuch, 
Bd.  5,  Th.  2,  S.  39.  Beaumont,  "The  Physiology  of  Digestion,"  1833  ;  Bassow,  Bull, 
de  la  soc.  des  natur.  de  Moscou,  Tome  16.  Cit.  from  Maly  in  Hermann's  Handbuch, 
Bd.  5,  S.  38  ;  Verneuil,  see  Ch.  Eichet,  "Du  Sac  gastrique  chez  I'homme,"  etc.  (Paris, 
1878),  p.  158. 

'  Pawlow,  Bie  Arbeit  der  Verdauungsdi'iisen  (Wiesbaden,  1898),.  where  the  works  of 
his  pupils  are  also  mentioned. 

*L.  c. 
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any  secretion.  Chemical  and  mechanical  irritations  of  the  mucous  mem- 
brane of  the  mouth  cause  no  reflex  excitation  of  the  secretory  nerves  of  the 
stomach.  There  are  only  two  moments  which  cause  a  secretion,  namely, 
the  psychical  moment — the  passionate  desire  for  food  and  the  sensation  of 
satisfaction  and  pleasure  on  partaking  it — and  the  chemical  moment,  the 
action  of  certain  chemical  substances  on  the  mucous  membrane  of  the 
stomach.  The  first  moment  is  the  most  important.  The  secretion  occur- 
ring under  its  influence  by  the  vagus  fibres  appears  earlier  than  that 
produced  by  chemical  irritants,  but  always  after  a  pause  of  at  least  4^ 
minutes.  This  secretion  is  more  abundant  but  less  continuous  than  the 
"chemical."  It  yields  a  more  acid  and  active  juice  than  the  latter.  As 
chemical  irritants,  which  cause  a  secretion  reflexively  through  the  stomach 
mucosa,  we  include  only  water  and  certain  unknown  extractive  substances 
contained  in  meat  and  meat  extracts,  in  impure  peptone,  and  also,  it  seems, 
in  milk.  Carbonated  alkalies  have  a  preventive  instead  of  an  accelerating 
action  on  secretion.  Fats  have  a  retarding  action  on  the  appearance  of 
secretion,  and  diminish  the  quantity  of  juice  secreted  as  well  as  the  amount 
of  enzyme.  The  substances,  such  as  egg-albumin,  which  act  as  chemical 
irritants  cannot  be  digested  by  the  "  psychical  "  secretion,  but  may  perhaps 
cause  a  chemical  secretion  by  their  decomposition  products. 

The  quantity  of  juice  secreted  during  digestion  is  proportional  to  the 
quantity  of  food,  and  the  secretion  of  gastric  juice  may  also'be  influenced  by 
the  kind  of  food.  This  action  of  various  foods,  meat,  bread,  and  milk  may 
be  arranged  in  progressive  series  as  follows  : 

Acidity.  Digestive  Activity.  Duration  of  Secretion. 

1.  Meat.  Bread.  Bread. 

2.  Milk.  Meat.  Meat. 

3.  Bread.  Milk.  Milk. 

The  acidity  is  greatest  with  a  meat  diet  and  lowest  with  bread;  the 
quantity  of  enzyme  is,  on  the  contrary,  highest  with  a  bread  diet  and 
lowest  with  milk. 

We  know  hardly  anything  positively  in  regard  to  the  condition  in  man, 
and  the  reports  at  hand  are  very  contradictory.  There  is  hardly  any  doubt 
that  in  man  also  various  foods  have  an  influence  on  the  secretion  in  different 
ways,  and  it  seems  as  if  the  extractive  substances  of  meat  are  the  most 
powerful  of  the  chemical  irritants  (Vekhaegen'). 

The  Qualitative  and  Quantitative  Composition  of  the  Gastric  Juice. 
The  gastric  juice,  which  can  hardly  be  obtained  pure  and  free  from  residues 
of  the  food  or  from  mucus  and  saliva,  is  a  clear,  or  only  very  faintly  cloudy, 
and  in  man  nearly  colorless  fluid  of  an  insipid,  acid  taste  and  strong  acid 
reaction.  It  contains,  as  form-elements,  glandular  cells  or  their  nuclei, 
mucus-corpuscles,  and  more  or  less  changed  columnar  epithelium. 
'  See  the  works  of  Verhaegen  in  "  La  Cellule,"  1896  and  1897. 
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The  acid  reaction  of  the  gastric  juice  depends  on  the  presence  of  free 
acid,  which,  as  we  have  learned  from  the  investigations  of  C.  Schmidt, 
EiCHET  and  others,  consists,  when  the  gastric  juice  is  pure  and  free  from 
particles  of  food,  chiefly  or  in  large  part  of  hydrochloric  acid.  Contejeau"  ' 
has  regularly  found  traces  of  lactic  acid  in  the  pure  gastric  juice  of  fasting 
■dogs.  After  partaking  of  food,  especially  after  a  meal  rich  in  carbo- 
hydrates, lactic  acid  occurs  abundantly,  and  sometimes  acetic  and  butyric 
acids.  The  quantity  of  free  hydrochloric  acid  in  the  gastric  juice  of 
dogs,  is  commonly  considered  to  be  about  3-3  p.  m. ,  but  these  figures 
are  not  based  on  pure  gastric  juice,  as  Pawlow  and  his  pupils  have  shown 
that  the  gastric  juice  of  the  dog  contains  5-6  p.  m.  and  that  of  the  cat  an 
average  of  5.30  p.  m.  HCl  (KiASAHTZEiir'').  In  man  the  acidity  has  been  . 
found  to  vary  considerably,  but  it  is  generally  calculated  as  3-3  p.  m.  HCl. 
According  to  VBEHAEaBisr's  researches  there  is  no  doubt  that  pure  human 
gastric  juice  from  perfectly  healthy  persons  has  a  higher  acidity.  There  is 
hardly  any  doubt  that  at  least  a  part  of  the  hydrochloric  acid  of  the  gastric 
juice  does  not  exist  free  in  the  ordinary  sense,  but  combined  with  organic 
substances." 

Perfectly  fresh  gastric  juice  seems  to  contain  a  little  coagulable  nucleo- 
proteid,  but  contains  albumoses  on  standing  for  some  time.  Among  the 
organic  bodies  are  found  a  little  mucin  and  two  enzyiaes,  pepsin  and  rennin, 
especially  in  man. 

The  specific  gravity  of  gastric  juice  is  low,  1.001-1.010.  It  is  corre- 
spondingly poor  in  solids.  Older  analyses  of  gastric  juice  from  man,  the  dog, 
and  the  sheep  have  been  made  by  0.  Schmidt.  "  As  these  analyses  refer  only 
to  impure  gastric  juice  they  are  of  little  value.  The  quantity  of  solids  in 
saliva-free  gastric  juice  from  a  dog  was  37  p.  m.,  with  17.1  p.  m.  organic 
substance.  The  quantity  of  free  hydrochloric  acid  was  3.1  p.  m.  Besides 
these  Schmidt  found  ISTaCl  1.46;  CaCl,  0.6;  KCl  1.1;  NH.Cl  0.5;  earthy 
phosphates  1.9;  and  FePO,  0.1  p.  m.  NEJ^rcKi'  found  5  milligrams 
snlphocyanic  acid  per  liter  of  gastric  juice  of  a  dog. 

Besides  the  free  hydrochloric  acid  pepsin  and  rennin  are  the  other 
physiologically  important  constituents  of  gastric  juice. 

Pepsin.  This  enzyme  is  found,  with  the  exception  of  certain  fishes,  in 
all  vertebrates  thus  far  investigated. 

Pepsin  occurs  in  adults  and  in  new-born  infants.     This  condition  is 

'Bidder  and  Schmidt,  Die  Verdauungsafte,  etc.,   B.  44;  Richet,  I.e.;  Contejean, 
■Contributions  a  I'etude  de  la  physiol.  de  I'estomao.  ThSses.     Paris,  1893. 
'  Arch,  des  Scienc.  biol.  de  St,  P6tersbourg,  Tome  3. 

•  See  Richet,  1.  c;  Contejean,  1.  c;  Verhaegen,  1.  c;  and  the  literature  on  the  estima- 
tion of  hydrochloric  acid  in  the  gastric  contents  (see  page 

*  L,  c. 

'  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  28. 
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diftereat  in  new-born  animals.  While  in  a  few  herbivora,  such  as  the 
rabbit,  pepsiu  occurs  in  the  mucous  coat  before  birth,  this  enzyme  is 
entirely  absent  at  the  birth  of  those  carnivora  which  have  thus  far  been 
examined,  such  as  the  dog  and  cat. 

Ih  various  invertebrates  a  ferment  lias  also  been  found  which  has  a  proteolytic  action 
in  acid  solutions.  It  has  been  shown  that  this  enzyme,  nevertheless,  is  not  lu  all  animals 
identical  with  ordinary  pepsin.  According  to  Kldg  and  Wb6blewbki  '  the  pepsins 
found  in  man  and  various  higher  animals  ai'e  somewhat  different.  Dakwin  and  others 
have  further  found  that  certain  plants  which  feed  upon  insects  secrete  an  acid  juice  which 
dissolves  proteid,  but  it  is  still  doubtful  whether  these  plants  contain  any  pepsin,  v. 
Gorup-Besanez  has  isolated  from  vetch-seed  an  enzyme  which  acts  like  pepsin,  but  its 
identity  with  pepsin  doubtful.  Nbumeistbr  has  found  the  same  in  acrospire,  and  Hjort  » 
in  a  fungus,  polyporus  sulphurens. 

Pepsin  is  as  difficult  to  isolate  in  a  pure  condition  as  other  enzymes.. 
The  pepsin  prepared  by  Beucke  and  Sundberg  gave  negative  results  with 
most  reagents  for  proteids,  and  showed  nevertheless  a  powerful  action  which 
seems  to  show  that  it  is  very  pure.  Schoumow-Simanowski  and  Pbkbl- 
HAKiNG '  have  designated  as  a  true  enzyme  a  nucleoproteid  which  coagulates 
on  boiling  and  is  soluble  in  water  and  which  separates,  on  cooling,  perfectly 
fresh  dog  gastric  juice  and  is  active  even  on  very  strong  dilution.  Further 
investigations  on  this  substance  are  very  desirable.  It  is,  at  least  in  the 
impure  condition,  soluble  in  water  and  glycerin.  It  is  precipitated  by 
alcohol,  but  only  slowly  destroyed.  It  is  quickly  destroyed  by  heating  its 
watery  solution  to  boiling.  According  to  Bieenacki*  pepsin  in  neutral 
solutions  is  destroyed  by  heating  to  +  55°  0.  In  the  presence  of  2  p.  m. 
HCl  a  temperature  of  55°  C.  is  without  action;  the  pepsin  in  acid  solution 
is  destroyed  by  heating  to  65°  C.  for  five  minutes.  On  adding  peptone  and 
certain  salts  the  pepsin  may  be  heated  to  70°  C.  without  decomposing.  In 
the  dry  state  it  can,  on  the  contrary,  be  heated  to  over  100°  C.  without 
losing  its  physiological  action.  The  only  property  which  is  characteristic 
of  pepsin  is  that  it  dissolves  proteid  bodies  in  acid,  but  not  in  neutral  or 
alkaline,  solutions  with  the  formation  of  albnmoses  and  peptones. 

The  methods  for  the  preparation  of  relatively  pure  pepsin  depend,  as  a 
rule,  upon  its  property  of  being  thrown  down  with  finely  divided  precipi- 
tates of  other  bodies,  such  as  calcium  phosphate  or  cholesterin.  The  rather 
complicated  methods  of  Beucke  and  Sundberg  are  based  upon  this 
property.  Pekelhaeing  makes  use  of  a  prolonged  dialysis  and  precipitation 
with  0.2  p.  m.  HCl.  A  relatively  pure  pepsin  solution  intended  for  diges- 
tion tests  and  of  effective  action  may  be  pr.epared  by  the  following  method 

'  Klug,  PflUger's  Arch.,  Bd.  60 ;  Wrdblewskl,  Zeitschr.  f.  physiol.  Chem.,  Bd.  31. 

'v.  Gorup-Besanez,  Ber.  d.  deutsoh.  chem.  Gesellsch.,  Bdd.  7  and  8;  Neumeister, 
Zeitschr.  f.  Biologie,  Bd.  30  ;  Hjort,  Centralbl.  f.  Physiol.,  BU.  10. 

»  Brilcke,  Wien.  Sitzungsber.,  Bd.  43  ;  Suhdberg,  Zeitschr.  f.  physiol.  Chem.,  Bd.  9  ; 
Schoumow-Simanowski,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  33  ;  Pekelharing,  Zeitschr. 
f.  physiol.  Chem.,  Bd.  23. 

*  Zeitschr.  f.  Biologie,  Bd.  28. 
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as  suggested  by  Malt."  The  mucous  membrane  (of  the  pig's  sbomach)  is 
treated  with  water  containing  phosphoric  acid,  and  the  filtrate  precipitated 
by  lime-water;  the  precipitate,  which  contains  the  pepsin,  is  then  dissolved 
in  water  by  the  addition  of  hydrochloric  acid,  and  the  salts  removed  by 
dialysis,  by  which  means  the  pepsin  which  does  not  diffuse  remains  in  the 
dialyzer.  A  pepsin  solution  somewhat  impure  but  rich  in  pepsin,  and  which 
can  be  kept  for  years,  may  be  obtained  if,  as  suggested  by  v.  Wittichs," 
we  extract  the  finely  divided  mucous  membrane  with  glycerin,  or  better 
Tvith  glycerin  which  contains  1  p.  m.  HOI.  To  each  part  by  weight  of  the 
mucous  coat  add  10-30  parts  glycerin.  This  is  filtered  after  8-14  days. 
The  pepsin  (together  with  much  albumin)  may  be  precipitated  by  alcohol 
from  this  extract.  If  this  extract  is  to  be  used  directly  for  digestion  tests, 
then  to  100  c.c.  of  water  which  has  been  acidified  with  1-4  p.  m.  HGl  add 
2-3  c.c.  of  the  extract. 

For  digestion  tests  an  infusion  of  the  mucous  membrane  of  the  stomach 
may  be  used  directly  in  many  cases.  The  mucous  coat  is  carefully  washed 
with  water  (if  a  pig's  stomach  is  used)  and  finely  cut;  if  a  calf's  stomach 
is  employed,  only  the  outer  layer  of  the  mucous  coat  is  scraped  ofE  with  a 
watch-glass  or  the  back  of  a  knife.  The  pieces  of  mucous  membrane  or  the 
slimy  masses  obtained  by  scraping  are  rubbed  with  pure  quartz-sand,  treated 
with  acidified  water,  and  allowed  to  stand  for  34  hours  in  a  cool  place  and 
then  filtered. 

In  the  preparation  of  artificial  gastric  juice  that  part  only  of  the 
mucous  coat  richest  in  pepsin  is  used ;  the  pyloric  part  is  of  little  value. 
A  strong,  impure  infusion  may  generally  be  obtained  from  the  pig's 
stomach,  while  a  relatively  pure  and  powerful  infusion  is  obtained  from  the 
stomach  of  birds  (hens).  The  stomachy  of  fish  (pike)  also  yield  a  tolerably 
pure  and  active  infusion.  An  active  and  rather  pure  artificial  gastric  juice 
may  be  prepared  by  scraping  the  inner  layers  of  a  calf's  stomach  from  which 
the  pyloric  end  has  been  removed.  For  a  medium-sized  calf's  stomach 
1000  c.c.  of  acidified  water  must  be  used. 

The  degree  of  acidity  required  in  the  infusion  depends  upon  the  use  to 
which'the  gastric  juice  is  to  be  put.  If  it  is  to  be  employed  in  the  digestion 
flf  fibrin,  an  acidity  of  1  p.  m.  HCl  must  be  selected,  while,  on  the  contrary, 
if  it  is  to  be  used  for  the  digestion  of  hard-boiled-egg  albumin,  an  acidity 
•of  3-3  p.  m.  HCl  is  preferable.  This  last-mentioned  degree  of  acidity  is 
generally  the  better,  because  the  infusion  is  preserved  thereby,  and  at  all 
events  it  is  so  rich  in  pepsin  that  it  may  be  diluted  with  water  until  it  has 
an  acidity  of  1  p.  m.  HCl  without  losing  any  of  its  solvent  action  on 
unboiled  fibrin. 

The  preparation  of  acid  infusions  is  nowadays  unnecessary  on  account 
of  the  ability  of  getting  various  pepsin  preparations  in  commerce  which  have 
a  remarkable  activity.  Such  a  pepsin  preparation  can  be  purified  when 
necessary  by  following  the  method  saggested  by  KuHifE.'  Precipitate  the 
pepsin  together  with  the  albumoses  by  ammonium  sulphate,  press  the  pre- 
cipitate and  dissolve  in  dilute  hydrochloric  acid,  and  let  it  undergo  auto- 
digestion.  On  repeating  this  again  and  then  removing  the  salts  by  dialysis 
we  obtain  an  extraordinarily  active  pepsin,  but  which  is  still  less  pure  than 
when  obtained  by  the  methods  of  Brucke  and  Sundbeeg. 

'Pfliiger's  Arch.,  Bd.^  '  Ihid.,  Bd.  2. 

•  Zeitscbr.  f.  Biologie,  Bd.  22,  S.  428. 
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The  Action  of  Pepsin  on  Proteids.  Pepsin  is  inactive  in  neutral  or 
•alkaline  reactions,  but  in  acid  liquids  it  dissolves  coagulated  albuminous 
bodies.  The  proteid  always  swells  and  becomes  transparent  before  it  dis- 
solves. Unboiled  fibrin  swells  up  in  a  solution  containing  1  p.  m.  HCl, 
forming  a  gelatinous  mass,  and  does  not  dissolve  at  ordinary  temperature 
■within  a  couple  of  days.  Upon  the  addition  of  a  little  pepsin,  however, 
this  swollen  mass  dissolves  quickly  at  an  ordinary  temperature.  Hard- 
boiled-egg  albumin,  cut  in  thin  pieces  with  sharp  edges,  is  not  perceptibly 
changed  by  dilute  acid  (2-4  p.  m.  HOI)  at  the  temperature  of  the  body  in 
the  course  of  several  hours.  But  the  simultaneous  presence  of  pepsin 
causes  the  edges  to  become  clear  and  transparent,  blunt  and  swollen,  and 
the  albumin  gradually  dissolves. 

Prom  what  has  been  said  above  in  regard  to  pepsin,  it  follows  that 
proteids  may  be  employed  as  a  means  of  detecting  pepsin  in  liquids.  Fibrin 
may  be  employed  as  well  as  hard-boiled-egg  albumin,  which  latter  is  used  in 
the  form  of  slices  with  sharp  edges.  As  the  fibrin  is  easily  digested  at  the 
normal  temperature,  while  the  pepsin  test  with  egg-albumin  requires  the 
temperature  of  the  body,  and  as  the  test  with  fibrin  is  somewhat  more 
delicate,  it  is  often  preferred  to  that  with  egg-albumin.  When  we  speak  of 
the  "pepsin  test  "  without  further  explanation,  we  ordinarily  understand  it 
as  the  test  with  fibrin. 

This  test  nevertheless  requires  care.  The  fibrin  used  should  be  ox-fibrin 
and  not  pig-fibrin,  which  last  is  dissolved  too  readily  with  dilute  acid  alone. 
The  unboiled  fibrin  may  be  dissolved  by  acid  alone  without  pepsin,  but  this 
generally  requires  more  time.  In  testing  with  unboiled  fibrin  at  normal 
temperature,  it  is  advisable  to  make  a  control  test  with  another  portion  of 
the  same  fibrin  with  acid  alone.  Since  at  the  temperature  of  the  body 
unboiled  fibrin  is  more  easily  dissolved  by  acid  alone,  it  is  best  always  to 
■work  with  boiled  fibrin. 

As  pepsin  has  not,  thus  far,  been  prepared  in  a  positively  pure  condition, 
it  is  impossible  to  determine  the  absolute  quantity  of  pepsin  in  a  liquid.  It 
is  only  possible  to  compare  the  relative  amounts  of  pepsin  in  two  or  more 
liquids,  which  may  be  done  in  several  ways.  As  the  best  of  these  we  give 
the  following  method  as  suggested  by  Beucke. 

If  two  pepsin  solutions  A  and  B  are  to  be  compared  with  each  other  relatively  to  the 
amounts  of  pepsin  they  contain,  they  must  first  be  brought  to  the  proper  degree  of  acidity, 
about  1  p.  m.  HCl,  care  being  taken  that  one  is  not  more  diluted  than  the  other.  Then 
prepare  a  large  number  of  specimens  of  each  solution  by  diluting  with  hydrochloric  acid 
of  1  p.  m.  HCl,  so  that  they  contain  respectively  ^,  J,  J,  ^'j,  ^'j,  and  so  on,  the  amount  of 
pepsin  in  the  original  liquid  being  1.  If  tlie  original  quantity  of  pepsin  in  the  two  liquids 
is  designated  by  p  and  p',  we  then  have  the  two  series  of  liquids  : 


A 

B 

\p 

\p' 

iP 

w 

iP 

w 

iP 

w 

Ap 

^p' 

^P 

Ap' 
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Then  a  small  piece  of  boUed-egg  albumin,  obtained  by  cutting  thin  slices  with  a  cork^ 
cutter,  is  placed  in  each  test,  or  a  small  flake  of  fibrin  is  added.  Of  course  care  must  be 
taken  to  add  the  same-sized  slice  of  egg-albumin  or  flake  of  fibrin.  Now  observe  and  note 
exactly  the  time  when  each  test  of  the  two  series  begins  to  digest  and  when  it  ends,  and 
it  will  be  found  that  certain  tests  of  one  series  make  about  the  same  progress  as  certain 
tests  of  the  other  series.  It  may  be  inferred  from  this  that  they  contain  about  the 
same  quantity  of  pepsin.  As  example,  it  is  found  in  one  series  of  tests  that  the  digestive 
rapidity  of  the  tests ph  P  iV>  P  A  i^  about  the  same  as  the  tests p' |,  p' l,  p' \;  therefore 
we  conclude  that  the  liquid  A  is  about  four  times  as  rich  in  pepsin  as  the  liquid  B. 

Another  method  as  suggested  by  Mett'  gives  more  exact  results  according  to  the 
investigations  of  Samojloff.     Draw  up  liquid  white  of  egg  in  a  glass  tube  of  about  1  \,o 

2  mm.  diameter  and  coagulate  the  albumin  in  the  tube  by  heating,  cut  the  ends  of  the 
tube  off  sharply,  add  two  tubes  to  each  test-tube  with  a  few  cc.  of  acid  pepsin  solution, 
allow  to  digest  at  the  bodily  temperature,  and  after  a  certain  time  measure  the  lineal 
extent  of  the  digested  layer  of  albumin  in  the  various  tests.  The  quantity  of  pepsin  in 
the  comparative  tests  is  as  the  square  of  the  millimeters  of  albumin  columns  dissolved 
in  the  same  time.     Thus  if  in  one  case  2  mm.  of  albumin  was  dissolved  and  in  the  other 

3  mm,,  then  the  quantity  of  pepsin  is  as  4 : 9. 

The  rapidity  of  the  pepsin  digestion  depends  on  several  circamstances. 
Thus  different  acids  are  unequal  in  their  action;  hydrochloric  acid  shows  in 
slight  concentration,  0.8-1.8  p.  m.,  a  more  powerful  action  than  any  other^ 
whether  inorganic  or  organic.  In  greater  concentration  other  acids  may 
have  a  powerfal  action,  and  we  can  say  that,  as  a  rale,  the  acids  having  the 
greatest  avidity  have  a  greater  action  in  slight  concentration  than  weak 
acids.  Still  sulphuric  acid  forms  an  exception  (Pflbiderbr).  The  state- 
ments in  regard  to  the  action  of  various  acids  are  somewhat  contradictory." 
The  degree  of  acidity  is  also  of  the  greatest  importance.  With  hydrochloric- 
acid  the  degree  of  acidity  is  not  the  same  for  different  proteid  bodies.  For- 
fibrin  it  is  0.8-1  p.  m.,  for  myosin,  casein,  and  vegetable  proteids  about 
1  p.m.,  for  hard-boiled-egg  albumin,  on  the  contrary,  about  2.5  p.  m.  The 
rapidity  of  the  digestion  increases,  at  least  to  a  certain  point,  with  the 
quantity  of  pepsin  present,  unless  the  pepsin  added  is  contaminated  by  a, 
large  quantity  of  products  of  digestion,  which  may  prevent  its  action.  The 
accumulation  of  products  of  digestion  has  a  retarding  action  on  digestion, 
although,  according  to  CniTTBiirDBN  and  Ameemais",'  the  removal  of  the 
digestion  products  by  means  of  dialysis  does  not  essentially  change  the 
relationship  between  the  albumoses  and  true  peptones.  Pepsin  acts  slower 
at  low  temperatures  than  it  does  at  higher.  It  is  even  active  in  the  neigh- 
borhood of  0°  C,  but  digestion  takes  place  very  slowly  at  this  temperature. 
With  increasing  temperature  the  rapidity  of  digestion  also  increases  nntil 
about  40°  C,  when  the  maximum  is  reached.  According  to  the  investiga- 
tions of  Flaum'  it  is  probable  that  the  relationship  between  albumoses  and 
peptones  remains  the  same,  irrespective  of  whether  the  digestion  took  place 

'  In  Pawlow,  1.  c,  p.  31. 

"  See  Wroblewski,  Zeitschr.  f.  physiol.  Chem.,  Bd.  21,  and  especially  Pfleiderer, 
Pfluger's  Arch.,  Bd.  66,  which  also  gives  references  to  other  works. 
'  Joum.  of  Physiol.,  Vol.  14. 
*  Zeitschr.  f.  Biologie,  Bd.  38. 
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at  a  lo-w  or  high  temperatare  as  long  as  the  digestion  is  continnons  for  some 
time.  If  the  swelling  up  of  the  proteid  is  prevented,  as  by  the  addition  of 
neutral  salts,  such  as  NaCl  in  sufficient  amounts,  or  by  the  addition  of  bile 
to  the  acid  liquid,  digestion  can  be  prevented  to  a  greater  or  less  extent. 
Foreign  bodies  of  different  kinds  produce  different  actions,  ia  which 
naturally  the  variable  quantities  in  which  they  are  added  are  of  the  greatest 
importance.  Salicylic  acid  and  carbolic  acid,  and  especially  sulphates 
(Pfleideker),  retard  digestion,  while  arsenious  acid  promotes  it  (Chitten- 
den), and  hydrocyanic  acid  is  relatively  indifferent.  Alcohol  in  large 
quantities  (10^  and  above)  disturbs  the  digestion,  while  small  quantities  act 
indifferently.  Metallic  salts  in  very  small  quantities  may  indeed  sometimes 
accelerate  digestion,  but  otherwise  they  tend  to  retard  it.  The  action  of 
metallic  salts  in  different  cases  can  be  explained  in  different  ways,  but  they 
often  seem  to  form  with  proteids  insoluble  or  difificnltly  soluble  combinations. 
The  alkaloids  may  also  retard  the  pepsin  digestion  (Chittekden  and 
Allen').  A  very  large  number  of  observations  have  been  made  in  regard 
to  the  action  of  foreign  substances  on  artificial  pepsin  digestion,  but  as  these 
observations  have  not  given  any  direct  result  in  regard  to  the  action  of  these 
same  substances  on  natural  digestion,  we  will  not  here  farther  discuss  them. 
The  Products  of  the  Digestion  of  Proteids  ly  Means  of  Pepsin  and  Acid. 
In  the  digestion  of  nucleoproteids  or  nucleo-albumins  an  insoluble  residue 
of  nnclein  or  pseudo-nuclein  always  remains.  With  experiments  on  casein 
Salkovtski  '  has  shown  that  the  paranuclein  first  split  off  may  be  dissolved 
by  prolonged  digestion.  Fibrin  also  yields  an  insoluble  residue,  which 
consists,  at  least  in  great  part,  of  nuclein,  derived  from  the  form-elements, 
enclosed  in  the  blood-clot.  This  residue  which  remains  in  the  digestion  of 
certain  albuminous  bodies  is  called  dyspeptone  by  Meissneb.  In  the 
digestion  of  proteids  substances  similar  to  acid  albuminates  parapeptone 
(Meissner')  antialbumate  and  antialhumid  (K'uhne)  may  also  be 
formed.  On  separating  these  bodies  the  filtered  liquid,  neutralized  at  boil- 
'  ing-point,  contains  albumoses  and  peptones  in  the  ordinary  sense  as  chief 
constituents,  while  the  so-called  true  peptone  of  Kuhne  may  sometimes  be 
entirely  absent,  and  in  general  is  obtained  in  quantity  worth  mentioning 
only  after  a  more  continuous  and  intensive  digestion.  The  relationship 
between  the  albumoses  and  peptones  in  the  ordinary  sense  changes  very 
much  in  different  cases  and  in  the  digestion  of  various  albuminous  bodies. 
For  instance,  a  larger  quantity  of  primary  albumoses  is  obtained  from  fibrin 
than  from  hard-boiled-egg  albumin  or  from  the  proteids  of  meat,  and  the 

'  Studies  fiom  the  Lab.  Physiol.  Chem.  Yale  University,  Vol.  1,  p.  76.  See  also 
Chittenden  and  Stewart,  ibid.,  Vol,  3,  p.  60. 

»  PflUger's  Arch.,  Bd.  63. 

'  The  works  of  Meissner  on  pepsin  digestion  are  found  in  Zeitschr.  f.  Rat.  Med., 
Bdd.  7,  8,  10,  13,  and  14. 
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different  proteids,  according  to  the  researches  of  Klug,'  yield  on  pepsin 
digestion  unequal  quantities  of  the  various  digestive  products.  In  the 
digestion  of  unboiled  fibrin  an  intermediate  product  may  be  obtained  in  the 
earlier  stages  of  the  digestion — a  globulin  which  coagulates  at  +  55°  C. 
(Hasebeoek°).  For  information  in  regard  to  the  different  albumoses  and 
peptones  which  are  formed  in  pepsin  digestion,  the  reader  is  referred  to 
previous  pages  (34-38). 

Action  of  Pepsin  Hydrochloric  Acid  on  Other  Bodies.  The  gelatin- 
forming  substance  of  the  connective  tissue,  of  the  cartilage,  and  of  the  bones, 
from  which  last  the  acid  only  dissolves  the  inorganic  substances,  is  converted 
ixiio  gelatin  by  digesting  with  gastric  juice.  The  gelatin  is  further  changed 
so  that  it  loses  its  property  of  gelatinizing  and  is  converted  into  a  so-called 
gelatin  peptone  (see  page  56).  True  mucin  (from  the  submaxillary)  is 
dissolved  by  the  gastric  juice  and  yields  a  substance  similar  to  peptone,  and 
a  reducing  substance  similar  to  that  obtained  by  boiling  with  a  mineral 
acid.  Elastin  is  dissolved  more  slowly  and  yields  the  above-mentioned 
substances  (page  54).  Keratin  and  the  epidermis  formation  are  insoluble. 
Nuclein  is  not  dissolved  and  the  cell-nuclei  are  therefore  insoluble  in  gastric 
juice.  The  animal  cell-membrane  is,  as  a  rale,  more  easily  dissolved  the 
nearer  it  stands  to  elastin,  and  it  dissolves  with  greater  difficulty  the  more 
closely  it  is  related  to  keratin.  The  membrane  of  the  plant-cell  is  not  dis- 
Bolred.  Oxyhemoglobin  is  changed  into  haematin  and  acid  albuminate,  the 
latter  undergoing  farther  digestion.  It  is  for  this  reason  that  blood  is 
<;hanged  into  a  dark-brown  mass  in  the  stomach.  The  gastric  juice  does 
not  act  on  fat,  but,  on  the  contrary,  on  fatty  tissue,  dissolving  the  cell- 
membrane,  setting  the  fat  free.  Gastric  jaice  has  no  action  on  starch  or 
■the  simple  varieties  of  sugar.  The  statements  in  regard  to  the  ability  of 
gastric  juice'  to  invert  cane-sugar  are  very  contradictory.  At  least,  this 
action  of  the  gastric  juice  is  not  constant,  and,  if  it  is  present  at  all,  it  is 
probably  due  to  the  action  of  the  acid. 

Pepsin  alone,  as  above  stated,  has  no  action  on  proteids,  and  an  acid  of 
the  intensity  of  the  gastric  juice  can  only  very  slowly,  if  at  all,  dissolve 
coagulated  albumin  at  the  temperature  of  the  body.  Pepsin  and  acid 
together  not  only  act  more  quickly,  but  qualitatively  they  act  otherwise 
than  the  acid  alone.  If  liquid  proteid  is  digested  with  hydrochloric  acid  of 
^  p.  m.,  it  is  converted  into  acid  albuminates;  but  if  pepsin  is  previously 
added  to  the  acid,  the  formation  of  syntonin  occurs  much  more  slowly 
under  the  same  conditions  (Meissnbe).  From  this  it  is  inferred  that  a 
jart  of  the  hydrochloric  acid  is  combined  with  the  pepsin,  and  we  have  here 
«  proof  of  the  existence  of  a  paired  acid,  called  by  C.  Schmidt  pepsin 
hydrochloric  acid. 

1  PflUgei's  Arch.,  Bd.  65.  ~ 

'  Zeitschr.  f .  pbysiol.  Chem.,  Bd.  11. 
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It  lias  been  further  suggested  thivt  this  hypothetical  acid  is  possibly  decomposed  in 
•digestion  into  free  pepsin  and  free  hydrochloric  acid,  which  imtatu  nascendi  Aiaaciives 
proteids  to  a  certain  degree.  The  pepsin  set  free  reunites  with  a  new  portion  of  acid, 
forming  pepsin  hydrochloric  acid,  and  in  contact  with  proteids  is  further  decomposed  as 
4ibove  described.  It  is  hardly  necessary  to  mention  that  this  statement  is  only  nn 
unproved  hypothesis. 

Rennin  or  chymosin  is  the  second  enzyme  of  the  gastric  juice.  It  occurs 
in  the  gastric  juice  of  man  under  physiological  conditions,  but  may  be  absent 
under  special  pathological  conditions,  such  as  carcinoma,  atrophy  of  the 
mucous  membrane,  and  certain  chronic  catarrhs  (Boas,  Johnson,  Klem- 
PEEEE ').  It  is  habitually  found  in  the  neutral,  watery  infusion  of  the 
fourth  stomach  of  the  calf  and  sheep,  especially  in  an  infusion  of  the  fundus 
part.  In  other  mammals  and  in  birds  it  is  seldom  found,  and  in  fishes 
hardly  ever  in  the  neutral  infusion.  In  these  cases,  as  in  man  and  the 
higher  animals,  a  rennin-forming  substance,  a  rennin  zymogen,  occurs  which 
is  converted  into  rennin  by  the  action  of  an  acid.  Rennin  or  rennin-like 
enzymes  occur  also  rather  extensively  in  the  plant  kingdom.  Certain 
micro-organisms  also  act  like  chymosin.  Parachymosin  is  the  name  given 
hy  Bang  "  to  an  enzyme  difEering  in  many  respects  from  the  ordinary 
rennet  ferment.  He  first  found  it  in  commercial  pepsin  preparations,  then 
in  pigs,  and  finally  also  in  human  stomachs,  where  he  claims  ordinary 
rennin  does  not  exist,  but  only  parachymosin. 

Rennin  is  just  as  difl&cnlt  to  prepare  in  a  pure  state  as  the  other  enzymes. 
The  purest  rennin  enzyme  thus  far  obtained  did  not  give  the  ordinary  pro- 
teid  reactions.  On  heating  its  solution  to  60-70°  C.  for  about  10  minutes 
it  is  more  or  less  quickly  destroyed,  depending  upon  duration  of  heating  and 
concentration.  If  an  active  and  strong  infusion  of  a  mucous  coat  in  water 
<iontaining  3  p.  m.  HCl  is  heated  to  37-40°  C.  for  48  hours,  the  rennin  is 
■destroyed,  while  the  pepsin  remains.  A  pepsin  solution  free  from  rennin 
can  be  obtained  in  this  way.  Rennin  is  characterized  by  its  physiological 
•action,  which  consists  in  coagulating  milk  or  a  casein  solution  containing 
lime,  if  neutral  or  very  faintly  alkaline. 

Rennin  may  be  carried  down  by  other  precipitates  like  other  enzymes, 
and  thus  may  be  obtained  relatively  pure.  It  may  also  be  obtained,  con- 
taminated with  a  great  deal  of  proteids,  by  extracting  the  mucous  coat  of 
the  stomach  with  glycerin. 

A  comparatively  pure  solution  of  rennin  may  be  obtained  in  the  follow- 
ing way.  An  infusion  of  the  mucous  coat  of  the  stomach  in  hydrochloric 
acid  is  prepared  and  then  neutralized,  after  which  it  is  repeatedly  shaken 
with  new  quantities  of  magnesium  carbonate  until  the  pepsin  is  precipitated. 

'  A  good  review  of  the  literature  may  be  found  in  Szydlowski,  Beitrag  zur  Kenntniss 
dcs  Labenzym  nach  Beobachtungen  an  Siluglingen,  Jahrb.  f.  Kinderheilkunde,  N.  F., 
Bd.  34.  See  also  LBrcher,  PflUger's  Arch.,  Bd.  69,  which  also  contains  the  pertinent 
literature. 

'  Deutscb.  med.  Wochenschr.,  1899,  No.  3. 
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The  filtrate,  which  should  act  strongly  on  milk,  is  precipitated  by  basic 
lead  acetate,  the  precipitate  decomposed  with  yery  dilute  salphuric  acid, 
the  acid  liquid  filtered  and  treated  with  a  solution  of  stearin  soap.  The 
rennin  is  carried  down  by  the  fatty  acids  set  free,  and  when  these  last  are 
placed  in  water  and  removed  by  shaking  with  ether,  the  rennin  remains  in 
the  watery  solution. 

The  question  whether  the  parietal  cells  principally  or  these  with  the 
chief  cells  take  part  in  the  formation  of  free  acid  is  somewhat  disputed.' 
There  can  be  no  doubt  that  the  hydrochloric  acid  of  the  gastric  juice 
originates  from  the  chlorides  of  the  blood  becaase,  as  is  well  known,  a  secre- 
tion of  perfectly  typical  gastric  juice  takes  place  in  the  stomachs  of  fasting 
or  starving  animals.  As  the  chlorides  of  the  blood  are  derived  from  the 
food,  it  is  easily  understood,  as  shown  by  Cahn,°  that  in  dogs  after  a 
sufiiciently  long  common-salt  starvation  the  stomach  secreted  a  gastric  juice 
containing  pepsin,  but  no  free  hydrochloric  acid.  On  the  administration 
of  soluble  chlorides  a  gastric  juice  containing  hydrochloric  acid  was  im- 
mediately secreted.  On  the  introduction  of  alkali  iodides  or  bromides, 
KuLZ,  Nekcki  and  Schoumow-Simanowski  '  have  shown  that  the  hydro- 
chloric acid  of  the  gastric  juice  is  replaced  by  HBr,  and  to  a  less  extent  by 
HI.  We  do  not  know  how  the  secretion  of  free  hydrochloric  acid  origi- 
nates. Whereas  it  used  to  be  considered  that  the  chlorides  were  decomposed 
by  an  electrolysis  or  by  organic  acids  produced  in  the  mucosa,  we  now  rather 
generally  accept  the  process  as  suggested  by  Malt. 

Malt  has  called  attention  to  the  fact  that,  on  account  of  the  presence 
of  a  large  quantity  of  free  carbon  dioxide  in  the  blood  and  the  avidity  of  the 
same,  there  must  be  present  among  the  numerous  combinations  of  acids, 
and  bases  which  exist  in  the  serum  traces  of  free  hydrochloric  acid  in 
addition  to  acid  salts.  As  these  traces  of  hydrochloric  acid  are  removed 
from  the  blood  by  means  of  rapid  diffusion  by  the  glands,  the  mass-action 
of  the  carbon  dioxide  must  set  free  new  traces  of  hydrochloric  acid  in  the 
blood.  In  this  way  may  be  explained  the  secretion  in  the  blood  of  large 
quantities  of  hydrochloric  acid  from  the  chlorides,  but  the  proof  that  the 
hydrochloric  acid  set  free  passes  into  the  gastric  juice  simply  by  diffusion 
is  missing.  Similar  processes  in  other  animal  glands  render  it  probable  that 
here,  as  in  other  cases  of  secretion,  we  have  to  deal  with  a  yet  unexplained 
specific  secretory  action  of  the  glandular  cells.     As  Schierbeck  '  has  shown: 

'  See  Heidenhain,  Pfluger's  Arch.,  Bdd.  18  and  19,  and  Hermann's  Handbuch,  Bd. 
5,  Thl.  1,  "  Absonderungsvorgange";  Klemensiewicz,  Wien.  Siizungsber.,  Bd.  71  p 
Fiankel,  Pflilgei-'s  Arch.,  Bdd.  48  and  50;  Contejean,  1.  c.  Chapter  2,  which  contains 
all  the  older  literature. 

5  Zeitschr.  f .  physlol.  Chem.,  Bd.  10. 

=  Killz,  Zeitschr.  f .  Biologie,  Bd.  23  ;  Nencki  and  Schoumow,  Arch,  des  sciences  biol. 
de  St.  Petersbourg,  Tome  3. 

■■  Maly,  Zeitschr.  f.  physiol.  Chem.,  Bd.  1;  Schierbeck,  Skand.  Arch.  f.  Physiol., 
Bdd.-BandS. 
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that  large  quantities  of  carbon  dioxide  are  formed  in  the  mucous  membrane 
during  secretion,  it  can  be  admitted  that  this  carbon  dioxide,  by  its  avidity, 
sets  free  hydrochloric  acid  within  the  glandular  cells  from  the  chlorides  of 
the  food.     This  hydrochloric  acid  passes  then  into  the  secretion. 

L.  LiEBBUMANN '  hiis  lately  proposed  a  new  theory  for  the  secretion  of  hydrochloric 
acid.  According  to  him  lecithsilbumln  occurs  in  the  glandular  cells,  and  this  combines 
readily  with  alkalies.  The  more  active  metabolism  in  the  glands  during  work  leads  to 
an  abundant  formation  of  carbon  dioxide,  and  this  carbon  dioxide  by  its  mass-action  sets 
hydrochloric  acid  free  from  the  chlorides.  The  hydrochloric  acfd  passes  into  the  secre- 
tion by  diffusion,  while  the  alkalies  combine  with  the  lecithalbumin.  In  regard  to 
details  of  this  theory  we  must  refer  the  reader  to  the  original  article. 

After  a  full  meal,  when  the  store  of  pepsin  in  the  stomach  is  com- 
pletely exhausted,  Schiff  claims  that  certain  bodies,  especially  dextrin, 
iave  the  property  of  causing  a  supply  of  pepsin  in  the  mucous  membrane. 
This  "charge  theory,"  though  experimentally  proved  by  several  investi- 
gators, has  nevertheless  not  yet  been  confirmed.  On  the  contrary,  the 
statement  of  Schifi'  that  a  substance  forming  pepsin,  a  "pepsinogens^  or 
" propepsin,^^  occurs  in  the  ventricle  has  been  proved.  Langlex'  has 
shown  positively  the  existence  of  such  a  substance  in  the  mucous  coat. 
This  substance,  propepsin,  shows  a  comparatively  strong  resistance  to  dilute 
alkalies  (a  soda  solution  of  5  p.  m.),  which  easily  destroy  pepsin  (Langlet). 
Pepsin,  on  the  other  hand,  withstands  better  than  propepsin  the  action  of 
carbon  dioxide,  which  quickly  destroys  the  latter.  The  occurrence  of  a 
rennin  zymogen  in  the  mucous  coat  has  been  mentioned  above.' 

The  question  in  which  cells  the  two  zymogens,  especially  the  propepsin, 
are  produced  has  been  extensively  discussed  for  several  years.  Formerly  it 
was  the  general  opinion  that  the  parietal  cells  were  pepsin  cells,  but  since 
the  investigations  of  Heidebthaik  and  his  pupils,  Langley  and  others, 
the  formation  of  pepsin  has  been  shifted  to  the  chief  cells.  Objections 
have  been  presented  by  several  investigators  to  the  views  of  Heidenhain 
that  certain  cells  produce  the  zymogens,  and  others  only  the  acid.* 

The  Pyloric  Secretion.  That  part  of  the  pyloric  end  of  the  dog's 
stomach  which  contains  no  fundus  glands  was  dissected  by  Klemensiewicz, 
one  end  being  sewed  together  in  the  shape  of  a  blind  sack  and  the  other 
sewed  into  the  stomach.  From  the  fistula  thus  created  he  was  able  to  obtain 
the  pyloric  secretion  of  a  living  animal.  This  secretion  is  alkaline,  viscous, 
jelly-like,  rich  in  mucin,  of  a  specific  gravity  of  1.009-1.010,  and  contain- 
ing 16.5-20.5  p.  m.  solids.  It  has  no  effect  on  fat,  but  acts,  though  very 
slowly,  on  starch,  converting  it  into  sugar,  and  contains  ordinarily  pepsin, 


'  Pflilger's  Arch.,  Bd.  50. 

»  Schiff,   "Le9ons  sur  la  physiol.  de  la  digestion,"  1867,  Tome  3;   Langley  and 
Edkins,  Journ.  of  Physiol.,  Vol.  7. 
'  See  foot-note  1,  page  367. 
*  See  foot-note  4,  page  268. 
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which  sometimes  occurs  iu  considerable  amounts.  This  has  been  observed 
by  Heidenhain  in  permanent  pyloric  fistula.  Contejeah  has  investi- 
gated the  pyloric  secretion  in  other  ways,  and  finds  that  it  contains  both 
acid  and  pepsin.  The  alkaline  reaction  of  the  secretions  investigated  by 
Heidenhain  and  Klemensiewicz  is  due,  according  to  Coktejean,  to  an 
abnormal  secretion  caused  by  the  operation,  because  the  stomach  readily 
yields  an  alkaline  juice  instead  of  an  acid  one  under  abnormal  conditions. 
Akeeman  has  found,  in  accordance  with  Heidenhain  and  Klemen- 
siEwicz,  that  the  pyloric  secretion  of  a  dog  was  alkaline.  Yekhaegen  ' 
has  observed  in  human  beings  towards  the  end  of  the  ventricle  digestion 
a  fiaid  not  acid  which,  according  to  him,  originates  in  the  pyloric  region. 

■  The  secretion  of  gastric  juice  under  different  conditions  may  vary  con- 
siderably. The  statements  of  the  quantity  of  gastric  juice  secreted  in  a 
certain  time  are  therefore  so  unreliable  that  they  need  not  be  taken  inta 
account. 

The  Chyme  and  the  Digestion  in  the  Stomach.  By  means  of  the  chemi- 
cal irritation  caused  by  the  food,  a  copious  secretion  of  gastric  juice 
occurs.  The  food  is  there  by  freely  mixed  with  liquid  and  is  gradually 
converted  into  a  pulpy  mass,  called  the  chyme.  This  mass  is  acid  in 
reaction,  and,  with  the  exception  of  the  interior  of  large  pieces  of  meat  or 
other  solid  foods,  the  chyme  is  acid  throughout.  The  transformation 
products  of  the  digestion  of  proteids  and  carbohydrates  can  be  detected  in 
the  chyme ;  likewise  more  or  less  changed  undigested  residues  of  swallowed 
food,  which  indeed  form  the  chief  mass  of  the  chyme. 

In  the  chyme  morsels  of  meat  more  or  less  changed  are  found  which, 
when  unboiled  meat  is  partaken  of,  may  be  much  swollen  and  slippery. 
Muscle  and  cartilage  are  also  often  swollen  and  slippery,  while  pieces  of 
BOiq^E  sometimes  show  a  rough  and  uneven  surface  af ber  the  digestion  has 
continued  for  some  time,  which  depends  upon  the  fact  that  the  gelatinous 
substances  of  the  bone  are  attacked  more  quickly  by  the  gastric  juice  than 
the  earthy  parts.  Milk  coagulates  in  the  stomach  by  the  combined  action 
of  the  rennin  and  the  acid,  but  in  certain  cases  by  the  action  of  the  acid 
alone.  From  the  relative  quantities  of  the  swallowed  milk  to  the  other 
food  either  large  and  solid  lumps  of  cheese  are  formed  or  smaller  lumps  or 
grains  which  are  divided  in  the  pulpy  mass.  Cow's  milk  regularly  yields 
large,  solid  masses  or  lumps;  human  milk  gives,  on  the  contrary,  a  fine, 
loose  coagulum  or  a  fine  precipitate  which  is  immediately  dissolved  in  part 
by  the  acid  liquid. 

Bread,  especially  when  not  too  fresh,  is  converted  rather  easily  into  a 
pulpy  mass  in  the  stomach.     Other  vegetable  foods,  such  as  Potatoes, 

■  Heidenhain  and  Klemensiewicz,  1.  c;  Contejean,  1.  c,  Chapter  2,  and  Skand^ 
Arch.  f.  Physiol.,  Bd.  6;  Akerman,  ibid.,  Bd.  5  ;  Veihaegen,  1.  c. 
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may,  if  not  sufficiently  maefcicated,  often  be  found  in  the  contents  of  the 
stomach,  very  little  changed,  several  hoars  after  a  meal. 

Starch  is  not  converted  into  sugar  by  the  gastric  juice,  but  in  the  first 
phases  of  the  digestion,  before  a  large  quantity  of  hydrochloric  acid  has 
accumulated,  it  seems  that  the  action  of  the  saliva  continues,  and  therefore 
the  presence  of  dextrin  and  sugar  can  be  detected  in  the  contents  of  the 
stomach.  Besides  this  the  carbohydrates  in  the  stomach  may  in  part 
undergo  a  lactic-acid  fermentation,  caused  by  the  micro-organisms  present. 

The  FATS  which  are  not  fluid  at  the  ordinary  temperature  melt  in  the 
stomach  at  the  temperature  of  the  body  and  become  fluid.  In  the  same 
way  the  fat  of  the  fatty  tissues  is  set  free  in  the  stomach  by  the  gastric  juice 
which  digests  the  cell-membrane.  The  gastric  juice  itself  seems  to  have  no 
action  on  fats.'  The  soluble  salts  of  the  food  naturally  are  found  dissolved 
in  the  liquids  of  the  contents  of  the  stomach;  but  the  insoluble  salts  may 
also  be  dissolved  by  the  acid  of  the  gastric  juice. 

Since  the  hydrochloric  acid  of  the  gastric  juice  prevents  the  contents  of 
the  stomach  from  fermenting  with  the  generation  of  gas,  those  gases  which 
occur  in  the  stomach  probably  depend,  at  least  in  great  measure,  upon  the 
swallowed  air  and  saliva,  and  upon  those  gases  generated  in  the  intestine 
and  returned  through  the  pyloric  valve.  Planee  found  in  the  stomach- 
gases  of  a  dog  66-68^  N,  25-33^  CO,,  and  only  a  small  quantity,  0,8-6.1^, 
of  oxygen.  Schiekbeck'  has  shown  that  apart  of  the  carbon  dioxide  is 
formed  by  the  mucous  membrane  of  the  stomach.  The  tension  of  the 
carbon  dioxide  in  the  stomach  corresponds,  according  to  him,  to  30-40  mm. 
Hg  in  the  fasting  condition.  It  increases  after  partaking  food,  independ- 
ently of  the  kind  of  food,  and  may  rise  to  130-140  mm.  Hg  during  diges- 
tion. The  curve  of  the  carbon-dioxide  tension  in  the  stomach  is  the  same 
as  the  curve  of  acidity  in  the  different  phases  of  digestion,  and  Schieebeck 
has  also  found  that  the  carbon-dixoide  tension  is  considerably  increased  by 
pilocarpin,  but  diminished  by  nicotin.  According  to  him,  the  carbon 
dioxide  of  the  stomach  is  a  product  of  the  activity  of  the  secretory  cells. 

According  as  the  food  is  finely  or  coarsely  divided  it  passes  sooner  or 
later  through  the  pylorus  into  the  intestine.  From  Busch's  observations 
on  a  human  intestinal  fistula,  it  required  generally  15-30  minutes  after 
eating  for  undigested  food  to  pass  into  the  upper  part  of  the  small  intes- 
tine. In  a  case  of  duodenal  fistula  in  a  human  being  observed  by  Kuhne, 
he  saw,  ten  minutes  after  eating,  nncurdled  but  still  coagulable  milk  and 
small  pieces  of  meat  pass  out  of  the  fistula.  The  time  in  which  the  stomach 
unburdens  itself  of  its  contents  depends,  however,  upon  the  rapidity  with 


'  See  Contejean,  "Sur  la  digestion  gastrique  de  la  graisse,"  Arch,  de  Physiol.  (5),. 

Tome  6. 

'  Planer,  Wien.  Sitzungsber.,  Bd.  43 ;  Schierbeck,  1.  c 
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which  the  quantity  of  hydrochloric  acid  increases,  for  ib  seems  to  act  as  a 
sort  of  irritant  and  causes  the  opening  of  the  pylorus.  Many  other  condi- 
tions also  come  into  play,  namely,  the  activity  of  the  gastric  juice,  the 
quantity  and  character  of  the  food,  etc.,  etc.,  and  therefore  the  time 
required  to  empty  the  stomach  must  be  variable.  Eichet  observed  in  a 
case  of  stomachic  fistula  that  in  man  the  quantity  of  food  which  is  in  the 
stomach  the  first  three  hours  is  not  essentially  changed,  but  that  in  the 
course  of  a  quarter  of  an  hour  nearly  all  is  driven  out,  so  that  only  a  small 
residue  remains.  Kuhne  has  made  about  the  same  observations  on  dogs 
and  human  beings.  He  found,  indeed,  in  dogs  that  in  the  first  hour  small 
quantities  of  meat  passed  into  the  intestine  every  ten  minutes;  but  he  also 
observed  that  in  dogs,  on  an  average,  about  five  hours  after  eating,  in  man 
isomewhat  earlier,  a  free  emptying  into  the  intestine  takes  place.  Accord- 
ing to  other  investigators,  the  emptying  of  the  human  stomach  does  not 
take  place  suddenly,  bat  gradually.  Beaumont  '  found  in  his  extensive 
observations  on  the  Canadian  hunter,  St.  Maetik,  that  the  stomach,  as  a 
rule,  is  emptied  1^-5^  hours  after  a  meal,  depending  upon  the  character  of 
the  food. 

The  time  in  which  different  foods  leave  the  stomach  depends  also  upon 
their  digestibility.  In  regard  to  the  unequal  digestibility  in  the  stomach 
of  foods  rich  in  proteids,  which  really  form  the  object  of  the  action  of  the 
gastric  juice,  a  distinction  must  be  made  between  the  rapidity  with  which 
the  proteids  are  converted  into  albumoses  and  peptones  and  the  rapidity 
with  which  the  food  is  converted  into  chyme,  or  at  least  so  prepared  that  it 
may  easily  pass  into  the  intestine.  This  distinction  is  especially  important 
irom  a  practical  standpoint.  "When  a  proper  food  is  to  be  decided  upon  in 
cases  of  diminished  stomachic  digestion,  it  is  important  to  select  such  foods 
as,  independent  of  the  difScnlty  or  ease  with  which  their  proteid  is  pepton- 
ized, leave  the  stomach  easily  and  quickly,  and  which  require  as  little  action 
as  possible  on  the  part  of  this  organ.  From  this  point  of  view  those  foods, 
as  a  rule,  are  most  digestible  which  are  fluid  from  the  start  or  may  be  easily 
liquefied  in  the  stomach;  but  these  foods  are  not  always  the  most  digestible 
in  the  sense  that  their  proteid  is  most  easily  peptonized.  As  an  example, 
hard-boiled  white  of  egg  is  more  easily  peptonized  than  fluid  white  of  egg 
at  a  degree  of  acidity  of  1-3  p.  m.  HCl;''  nevertheless  we  consider,  and 
justly,  that  an  unboiled  or  soft-boiled  egg  is  easier  to  digest  than  a  hard- 
boiled  one.  Likewise  uncooked  meat,  when  it  is  not  chopped  very  flne,  is 
not  more  quickly  but  more  slovi^ly  peptonized  by  the  gastric  juice  than  the 
cooked,  but  if  it  is  divided  snflBlciently  flne  it  is  often  more  quickly  pepton- 
ized than  the  cooked. 

'  Busch,  Virchow's  Arch.,  Bd.  14  ;  Kllhne,  Lehrb.  d.  physiol.  Chem.,  S.  53 ;  Richet, 
I.e.;  Beaumont,  1.  c. 

'  Wawrinsky,  Maly's  Jahresber.,  Bd.  3. 
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The  greater  or  less  facility  with  which  the  different  albuminons  foods 
are  peptonized  by  the  gastric  juice  has  been  comparatively  little  studied, 
and  as  the  conditions  in  the  stomach  are  more  complicated,  results  obtained 
with  artificial  gastric  juice  are  often  of  no  value  for  the  practising  physician 
and  should  in  any  case  be  used  only  with  the  greatest  caution.  Under  these 
•circumstances  we  cannot  enter  more  deeply  into  this  subject,  but  the  reader 
is  referred  to  text-books  on  dietetics  and  the  study  of  foods. 

As  our  knowledge  of  the  digestibility  of  the  different  foods  in  the 
stomach  is  slight  and  dubious,  so  also  our  knowledge  of  the  action  of  other 
bodies,  such  as  alcoholic  drinks,  bitter  principles,  spices,  etc.,  on  the  natural 
digestion  is  very  uncertain  and  imperfect.  The  difiiculties  which  stand  in 
the  way  of  this  kind  of  investigation  are  very  great,  and  therefore  the  results 
obtained  thus  far  are  often  ambiguous  or  conflict  with  each  other.  For 
example,  certain  investigators  have  observed  that  small  quantities  of  alcohol 
or  alcoholic  drinks  do  not  prevent  but  rather  facilitate  digestion;  others 
observe  only  a  disturbing  action;  while  other  investigators  believe  to  have 
found  that  the  alcohol  first  acts  somewhat  as  a  disturbing  agent,  but  after- 
wards, when  it  is  absorbed,  it  produces  an  abundant  secretion  of  gastric 
juice,  and  thereby  facilitates  digestion  (Gluzinski,  Chittbnden^ '). 

The  digestion  of  sundry  foods  is  not  dependent  on  one  organ  alone,  but 
divided  among  several.  For  this  reason  it  is  to  be  expected  that  the  various 
digestive  organs  can  act  for  one  another  to  a  certain  point,  and  that  there- 
fore the  work  of  the  stomach  could  be  taken  up  more  or  less  by  the 
intestine.  This  in  fact  is  the  case.  Thus  the  stomach  of  a  dog  has  been 
almost  completely  extirpated  (Czeknt,  Caetallo,  and  Panchon),  and 
also  that  part  necessary  in  the  digestive  process  has  been  eliminated  by 
plugging  the  pyloric  opening  (Ludwig  and  Ogata),  and  in  both  cases  it 
was  possible  to  keep  the  animal  alive,  well  fed,  and  strong.  This  is  also 
true  for  human  beings.'  In  these  cases  it  is  evident  that  the  digestive  work 
of  the  stomach  was  taken  up  by  the  intestine;  but  all  food  cannot  be  digested 
in  these  cases  to  the  same  extent,  and  connective  tissue  of  meat  in  especial 
is  sometimes  found  to  a  considerable  extent  undigested  in  tlje  excrements. 

A  cat  -whose  slomach  Carvallo  and  Panchon  liad  extirpated  entirely  live  '  only  six 
months,  but  this  was  caused  by  its  not  ■wiintiiig  to  take  food.  These  investigators  find  it 
probable  that  the  stomach  is  necessary  for  the  sensation  of  the  want  of  food.  , 

In  order  to  judge  of  the  r61e  of  the  stomach  in  digestion  the  amount  of 
the  digestion  products  in  the  stomach  has  been  determined.     These  deter- 

'  Gluzinsld,  Deutsch.  Arch.  f.  kiln.  Med.,  Bd.  39;  Chittenden,  Centnilbl.  f.  d.  nied. 
Wissensch.,  1889;  and  Chittenden  and  Mendel,  and  others,  Amer.  Journ.  of  Physiol., 
Vol.  1. 

'  Czerny,  cited  from  Bunge,  Lehrbuch  d.  physiol.  u.  Path.  Chem.,  3.  Aufl. ;  Carviillo 
and  Panchon,  Arch.  d.  Physiol.  (5),  Tome  7  ;  Ogata,  Du  Bois-Reymond's  Arch.,  18S3. 
In  regard  to  a  human  case  see  Schlatter  in  Wi-6blew8ki,  Centralbl.  f.  Physiol.,  Bd.  11, 
S.  665. 
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minations,  part  on  man  and  part  on  animals,  have  led,  as  is  to  be  expected, 
to  varying  results  (Cahk,  Bllenbeegee  and  Hofmeistek,  Chittendeh" 

and  AMEKMA3S-'). 

It  is,  however,  quite  generally  assumed  that  no  peptonization  of  th& 
proteids  worth  mentioning  occurs  in  the  stomach,  and  that  the  albuminous, 
foods  are  only  prepared  in  the  stomach  for  the  real  digestive  processes  in  the 
iatestine.  That  the  stomach  serves  in  the  first  place  as  a  storeroom  follow* 
from  its  shape,  and  this  function  is  of  special  value  in  certain  new-born 
animals,  for  instance  in  dogs  and  cats.  In  these  animals  the  secretion  of 
the  stomach  contains  only  hydrochloric  acid  but  no  pepsin,  and  the  casein 
of  the  milk  is  converted  by  the  acid  alone  into  solid  lumps  or  a  solid 
coagulum  which  fills  the  stomach.  Small  portions  of  this  coagulum  pass- 
into  the  intestine  only  little  by  little,  and  an  overburdening  of  the  intestine 
is  thus  prevented.  In  other  animals,  such  as  the  snake  and  certain  fishes, 
which  swallow  their  food  entire,  it  is  certain  that  the  major  part  of  the 
process  of  digestion  takes  place  in  the  stomach.  The  importance  of  the 
stomach  in  digestion  cannot  at  once  be  decided.  It  varies  for  different 
animals,  and  it  may  vary  in  the  same  animal,  depending  upon  the  division 
of  the  food,  the  rapidity  with  which  the  peptonization  takes  place,  the  more 
or  less  rapid  increase  in  the  amount  of  hydrochloric  acid,  and  so  on. 

It  is  a  well-known  fact  that  the  contents  of  the  stomach  may  be  kept 
without  decomposing  for  some  time  by  means  of  hydrochloric  acid,  while, 
on  the  contrary,  when  the  acid  is  neutralized  a  fermentation  commences  by 
which  lactic  acid  and  other  organic  acids  are  formed.  According  to  Cohn 
an  amount  of  hydrochloric  acid  more  than  0.7  p.  m.  completely  arrests 
lactic  acid  fermentation,  even  under  otherwise- favorable  circumstances,  and 
according  to  Steauss  and  Bialocoue"  the  limit  of  lactic  acid  fermentation 
lies  at  1.2  p.  m.  hydrochloric  acid  united  to  organic  bodies.  The  hydro- 
chloric acid  of  the  gastric  juice  has  unquestionably  an  anti-fermentive 
action,  and  also,  like  dilute  mineral  acids,  an  antiseptic  action. °  This 
action  is  of  importance,  as  many  disease  micro-organisms  may  be  destroyed 
by  the  gastric  juice.  The  commA  bacillus  of  cholera,  certain  streptococci, 
etc.,  are  killed  by  the  gastric  juice,  while  others,  especially  as  spores,  are 

unacted  upon.'     The  fact  that  gastric  juice  can  diminish  or  retard  the 
I 

'  Cahn,  Zeitsclir.  f.  klin.  Med.,  Bd.  13;  Ellenbeiger  and  Hofmeiater,  Du  Bois-Rey- 
mond's  Arch.,  1890  ;  Chittenden  and  Amerman,  Journ  of  Physiol.,  Vol.  14. 

^  Cohn,  Zeitscbr.  f.  physiol.  Chem.,  Bd.  14 ;  Strauss  and  Bialocour,  Zeitschr.  f.  klin. 
Med.,  Bd.  28. 

*  See  Kiihne,  Leliibuch,  S.  57  ;  Bunge,  Lehrbuch,  4.  Aufl.,  S.  148  and  159  ;  F.  Cohn, 
1.  c;  Hirschfeld,  Pflugev's  Arch.,  Bd.  47. 

*  In  regard  to  the  action  of  gastric  juice  on  pathogenic  microbes  we  refer  the  reader 
to  handbooks  of  Bacteriology. 
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action  of  certain  toxalbumins,  such  as  tetanotoxin  and  diphtheria  toxin,  is 
also  of  great  interest  (Nencki,  Siebek,  and  Schoumow). 

Because  of  this  antifermentive  and  antitoxic  action  of  gastric  I'uice  it  is 
considered  that  the  chief  importance  of  the  gastric  juice  lies  in  its  antiseptic 
action.  The  fact  that  intestinal  putrefaction '  is  not  increased  on  the 
extirpation  of  the  stomach,  as  derived  from  experiments  made  on  man  and 
animals,  does  not  uphold  this  view. 

After  death,  if  the  stomach  still  contains  food,  auto-digestion  goes  on 
not  only  in  the  stomach,  but  also  in  the  neighboring  organs,  during  the 
slow  cooling  of  the  body.  This  leads  to  the  question,  why  does  the  stomach 
not  digest  itself  during  life  ?  Ever  since  Pavy  has  shown  that  after  tying 
the  smaller  blood-vessels  of  the  stomach  of  dogs  the  corresponding  part  of 
the  mucous  membrane  was  digested,  efforts  have  been  made  to  find  the 
cause  in  the  neutralization  of  the  acid  of  the  gastric  juice  by  the  alkali  of 
the  blood.  That  the  reason  for  the  non-digestion  during  life  is  to  be  sought 
for  in  the  normal  circulation  of  the  blood  cannot  be  contradicted;  but  the 
reason  is  not  to  be  sought  in  the  neutralization  of  the  acid.  The  recent 
investigations  of  Fermi,  Mathes,  and  Otte'  show  that  the  blood  circula- 
tion acts  in  an  indirect  manner  by  the  normal  nourishment  of  the  ceU 
protoplasm,  and  this  is  the  reason  why  the  living  protoplasm  acts  unlike 
dead  pro.toplasm  on  the  digestive  fluids  of  the  stomach  or  the  intestine. 
Still  we  do  not  kno'"  on  what  this  resistance  of  the  living  protoplasm  is 
based. 

Under  pathological  conditions  irregularities  in  the  secretion  as  well  as  in 
the  absorption  and  in  the  mechanical  work  of  the  stomach  may  occur. 
Pepsin  is  almost  always  present,  but  the  absence  of  the  rennin,  as  above 
stated,  may  occur  in  many  cases  (Boas,  JoHNSOif,  Klempbeee*).  In 
regard  to  the  acid,  it  should  be  mentioned  that  sometimes  this  secretion 
may  be  increased  so  that  an  abnormally  acid  gastric  juice  is  secreted,  and 
sometimes  may  be  decreased  so  that  little  if  any  hydrochloric  acid  is 
secreted.  A  hypersecretion  of  acid  gastric  juice  sometimes  occurs.  In 
the  secretion  of  too  little  hydrochloric  acid  the  same  conditions  appear  as 
after  the  neutralization  of  the  acid  contents  of  the  stomach  outside  of  the 
organism.  Fermentation  processes  now  appear  in  which,  besides  lactic  acid, 
there  appear  also  volatile  fatty  acids,  such  as  butyric  and  acetic  acids,  etc., 
and  gases  like  hydrogen.  These  fermentation  products  are  therefore  often 
found  in  the  stomach  in  cases  of  chronic  catarrh  of  the  stomach,  which 

'  Centralbl.  f.  Bakteriologie,  etc.,  Bd.  23. 

'  See  Carvallo  and  Pachou,  1.  c,  and  Schlatter  in  Wroblewski,  1.  c. 

'  Pavy,  Phil.  Transactions,  Vol.  153,  Part  1,  and  Guy's  Hospital  Reports,  Vol.  13  ; 
Otte,  Travaux  du  laboratoire  de  I'Institut  de  Physiol,  de  Lifige,  Tome  5,  1896,  which 
also  contains  the  literature. 

*  Bee  foot-note  1,  page  367. 
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may  give  rise  to  belching,  pyrosis,  and  other  symptoms.  According  to 
Boas  the  appearance  of  lactic  acid  is  characteristic  of  carcinoma  of  the 
stomach,  bat  this  is  denied  by  others. 

Among  the  foreign  substances  found  in  tlie  contents  of  the  stomach  we  have  tjkba, 
•or  ammonium  carbonate  derived  therefrom  in  uraemia  ;  blood,  which  generally  forms 
a  divrli-brown  mass  through  the  presence  of  hsematiu,  due  to  the  action  of  the  gastric 
juice  ;  bile,  which,  especially  during  vomiting,  eiisily  finds  its  way  through  the  pylorus 
into  the  stomach,  but  whose  presence  seems  to  be  without  importance. 

If  it  is  desired  to  test  the  gastric  juice  or  the  contents  of  the  stomach 
for  pepsin,  fibrin  may  be  employed.  If  this  is  thoroaghly  washed  immedi- 
ately after  beating  tlie  blood,  well  pressed  and  placed  in  glycerin,  it  may  be 
kept  in  serviceable  condition  an  indefinitely  long  time.  The  gastric  Juice 
or  the  contents  of  the  stomach— the  latter,  if  necessary,  having  been 
previously  diluted  with  1  p.  m.  hydrochloric  acid — is  filtered  and  tested 
with  fibrin  at  ordinary  temperature.  (It  must  not  be  forgotten  that  a 
control  test  must  be  made  with  acid  alone  and  another  portion  of  the  same 
fibrin.)  If  the  fibrin  is  not  noticeably  digested  within  one  or  two  hours,  no 
pepsin  is  present,  or  at  most  there  are  only  slight  traces. 

In  testing  for  rennin  the  liquid  must  be  first  carefully  neutralized.  To 
10  c.c.  unboiled,  amphoteric  (not  acid)  cow's  milk  add  1-3  c.c.  of  the  fil- 
tered neutralized  liquid.  In  the  presence  of  rennin  the  milk  should  coagu- 
late to  a  solid  mass  at  the  temperature  of  the  body  in  the  course  of  10-30 
minutes  without  changing  its  reaction.  If  the  milk  is  diluted  too  much  by 
the  addition  of  tlie  liquid  of  the  stomach,  only  coarse  flakes  are  obtained 
and  no  solid  coagulum.  Addition  of  lime-salts  is  to  be  avoided,  as  they  in 
great  excess  may  produce  a  partial  coagulation  even  in  the  absence  of  ren- 
nin. 

Iq  many  cases  it  is  especially  important  to  determine  the  degree  of  acid- 
ity of  the  gastric  juice.  This  may  be  done  by  the  ordinary  titration 
methods.  Phenol  phthalein  must  not  be  used  as  an  indicator,  for  we  get 
too  high  results  in  the  presence  of  large  quantities  of  proteids.  Good 
results  may  be  obtained,  on  the  contrary,  by  using  very  delicate  litmus 
paper.  As  the  acid  reaction  of  the  contents  of  the  stomach  may  be  caused 
simultaneously  by  several  acids,  still  the  degree  of  acidity  is  here,  as  in 
other  cases,  expressed  in  only  one  acid,  e.g.,  HCl.     G-enerally  the  acidity 

is  designated  by  the  number  of  c.c.  of  —  caustic  soda  which  is  required  to 

neutralize  the  several  acids  in  100  c.c.  of  the  liquid  of  the  stomach.     An 

acidity  of  43j^  means  that  100  c.c.  of  the  liquid  of  the  stomach  required 

N 
43  c.c.  of  —  caustic  soda  to  nentrali2e  it. 

The  acid  reaction  may  be  partly  due  to  free  acid,  partly  to  acid  salts 
(monophosphates),  and  partly  to  both.  According  to  Leo'  we  can  test  for 
acid  phosphates  by  calcium  carbonate,  which  is  not  neutralized  therewith, 
while  the  free  acids  are.  If  the  gastric  content  has  a  neutral  reaction  after 
shaking  with  calcium  carbonate  and  the  carbon  dioxide  is  driven  out  by  a 
current  of  air,  then  it  contains  only  free  acid;  if  it  has  an  acid  reaction, 
then  acid  phosphates  are  present;  and  if  it  is  less  acid  than  before,  it  con- 

'  Centralbl.  f.  d.  med.  "Wissensch.,  1889,  S.  481,  and  Pflilger's  Arch.,  Bd.  48,  S.  614. 
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tains  both  free  acid  and  acid  pliosphate.  This  method  can  also  be  applied 
in  the  estimation  of  free  acid  (see  below). 

It  is  also  important  to  be  able  to  ascertain  the  nature  of  the  acid  or 
acids  occurring  in  the  contents  of  the  stomach.  For  this  purpose,  and 
especially  for  the  detection  of  free  hydrochloric  acid,  a  great  number  of 
color  reactions  have  been  proposed,  which  are  all  based  upon  the  fact  that 
the  coloring  substance  gives  a  characteristic  color  with  very  small  quantities 
of  hydrochloric  acid,  while  lactic  acid  and  the  other  organic  acids  do  not 
give  these  colorations,  or  only  in  a  certain  concentration,  which  can  hardly 
exi§t  in  the  contents  of  the  stomach.  These  reagents  are  a  mixture  of 
PEERIC  ACETATE  and  POTASSIUM  SULPHOCTANIDB  Solution  (Mohe's  reagent 
has  been  modified  by  several  investigators),  methylanilin-violet,  tko- 
PjEOLI]^  00,  Congo  bed,  MALACHITB-GREElir,  pbloroglucin-vanillik, 
BEXZOPUKPURiN  6  B,  and  others.  As  reagents  for  free  lactic  acid  Uffel- 
jiANN  suggests  a  strongly  diluted,  amethyst-blue  solution  of  ferric  chlo- 
ride and  carbolic  acid  or  a  strongly  diluted,  nearly  colorless  solution  of 
FERRIC  chloride.  These  give  a  yellow  with  lactic  acid,  but  not  with 
hydrochloric  acid  or  with  volatile  fatty  acids. 

The  value  of  these  reagents  in  testing  for  free  hydrochloric  acid  or  lactic 
acid  is  still  disputed.'  Among  the  reagents  for  free  hydrochloric  acid, 
Mohr's  test  (even  though  not, very  delicate),  Gunzbukg's  test  with  phloro- 
glucin-vanillin,  and  the  test  with  tropaeolin  00,  performed  in  moderate  heat 
as  suggested  by  Boas,  seem  to  be  the  most  valaable.  If  these  tests  give 
positive  results,  then  the  presence  of  hydrochloric  acid  may  be  considered 
as  proved.  A  negative  result  does  not  eliminate  the  presence  of  hydro- 
chloric acid,  as  the  delicacy  of  these  reactions  has  a  limit,  and  also  the 
simultaneous  presence  of  proteid,  peptones,  and  other  bodies  influences  the 
reactions  more  or  less.  The  reactions  for  lactic  acid  may  also  give  negative 
results  in  the  presence  of  comparatively  large  quantities  of  hydrochloric 
acid  in  the  liquid  to  be  tested.  Sugar,  sulphocyanides,  and  other  bodies 
may  act  with  these  reagents  similarly  to  lactic  acid. 

In  testing  for  lactic  acid  it  is  safest  to  shake  the  material  with  ether  and 
test  the  residue  after  the  evaporation  of  the  ether.  On  the  evaporation 
of  the  ether  it  may  be  tested  in  several  ways.  Boas  "  utilized  the  property  of 
lactic  acid  of  being  oxidized  into  aldehyde  and  formic  acid  on  careful  oxida- 
tion with  sulphuric  acid  and  manganese  dioxide.  The  aldehyde  is  detected 
by  its  forming  iodoform  with  an  alkaline  iodine  solution  or  by  its  forming 
aldehyde  mercury  with  Nesslee's  reagent.     The  quantitative  estimation 

consists  in  the  formation  of  iodoform  with  —  iodine  solution  and  caustic 

N 
potash,  adding  an  excess  of  hydrochloric  acid  and  titrating  with  a  —  sodium 

arsenite  solution,  and  retitrating  with  iodine  solution,  after  the  addition  of 
starch-paste,  until  a  blue  coloration  is  obtained.  This  method  presupposes 
the  use  of  ether  entirely  free  from  alcohol. 

In  order  to  be  able  to  correctly  judge  of  the  value  of  the  different 
reagents  for  free  hydrochloric  acid,  it  is  naturally  of  greatest  importance  to 

'  In  regard  to  tlie  extensive  literature  on  this  question  we  refer  to  v.  Jaksch,  Klinische 
Diagnostik  innerer  Krankheiten,  4.  Aufl.,  1896.  Section  5. 

'  Deutscb.  med.  Wochenschr.,  1893,  and  MUncbener  med.  Wochenscbr.,  1893. 
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be  clear  in  regard  to  what  we  meau  by  free  bydrochloric  acid.  It  is  a  well- 
known  fact  that  hydrochloric  acid  combines  with  proteids,  and  a  consider- 
able part  of  the  hydrochloric  acid  may  therefore  exist  in  the  contents  of 
the  stomach,  after  a  meal  rich  in  proteids,  in  combination  with  proteids. 
This  hydrochloric  acid  combined  with  proteids  cannot  be  considered  as  free, 
and  it  ie  for  this  reason  that  certain  investigators  consider  such  methods  as 
those  of  Leo  and  Sjoqvist,  which  will  be  described  below,  as  of  little 
value.  However,  it  must  be  remarked  that,  according  to  the  unanimous 
experience  of  many  investigators,  the  hydrochloric  acid  combined  with  pro- 
teids is  physiologically  active.  Those  reactions  (color  reactions)  which  only 
respond  to  actually  free  hydrochloric  acid  do  not  show  the  physiologically 
active  hydrochloric  acid.  The  suggestion  of  determining  the  "physiologi- 
cally active  "  hydrochloric  acid  instead  of  the  "  free  "  seems  to  be  correct 
in  principle;  and  as  the  conceptions  of  free  and  of  physiologically  active 
hydrochloric  acid  are  not  the  same  it  must  always  be  clear  whether  we 
want  to  determine  the  actually  free  or  the  physiologically  active  hydro- 
chloric acid  before  we  judge  of  the  value  of  a  certain  reaction. 

As  the  above-mentioned  reactions  for  hydrochloric  acid  and  organic 
acids  are  not  sufficient  in  exact  investigations,  still  they  may  serve  in  mauy 
cases  for  clinical  purposes,  and  it  will  suffice  to  refer  the  reader  to  other 
text-books,  and  especially  to  "KUnische  DiagnostiJc  innerer  Eranlcheiten,'''' 
by  E.  T.  Jaksch,  4th  edition,  1896,  for  the  performance  and  the  relative 
value  of  these  tests. 

Among  the  many  methods  suggested  for  the  quantitative  estimation  of 
hydrochloric  aCid  not  combined  with  inorganic  bases,  the  two  following  are 
the  most  trustworthy: 

The  method  of  E.  Morneb  and  Sjoqvist  depends  on  the  following  prin- 
ciple: When  the  gastric  juice  is  evaporated  to  dryness  with  barium  carbon- 
ate and  then  calcined  the  organic  acids  burn  up  and  give  insoluble  barium 
carbonate,  while  the  hydrochloric  acid  forms  soluble  barium  chlorjde. 
From  the  quantity  of  this  the  original  amount  of  hydrochloric  acid  can  be 
calculated.  10  c.c.  of  the  filtered  contents  of  the  stomach  is  mixed  in  a 
small  platinum  or  silver  dish  with  a  knife-point  of  barium  carbonate  free 
from  chlorides,  and  evaporated  to  dryness.  The  residue  is  burnt  and 
allowed  to  glow  for  a  few  minutes.  The  cooled  carbon  is  gently  rubbed  with 
water  and  completely  extracted  with  boiling  water,  and  the  filtrate  (about 
■50  c.c)  precipitated  by  ammonium  chromate  after  the  addition  of  ammo- 
nium acetate  and  acetic  acid  and  boiling.  The  carefully  collected  precipitate 
is  washed  and  dissolved  in  water  by  the  aid  of  a  little  HCl,  KI,  and  hydro- 
chloric acid  added  and  titrated  with  hyposulphite  solution.  The  reactions 
take  place  as  follows:  4HC1  -|-  aBaCO,  =  2Ba01,  +  3H,0  +  2C0  ;  2BaCl 
4-  2(NH,),CrO,  =  2BaCrO,  +  4NH,C1;  SBaCrO,  +  16HC1  +  6KI=2BaCf, 
+  Cr.Cl.  +  8H,0  +  6KC1  +  31,;  and  31,  -j-  6Na,S,0,  =  6NaI  +  3Na,S,0.. 
lEach  c.c.  of  the  hyposulphite  corresponds  to  3  mgm.  HCl.  Complete 
directions  for  the  necessary  solutions  and  for  the  performance  of  the  method 
may  J3e  found  in  Sjoqvist,  Zeitschr.  f.  klin.  Med.,  Bd.  32. 

Leo's  Method.^     10  c.c.  of  the  filtered  gastric  juice  is  treated  with  about 

■5  c.c.   calcium-chloride  solution,  and  the  total  acidity  determined  by  — 

1  Centralbl.  f.  d.  mcd.  Wissensch.,  1889,  8.  481. 
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•caustic-soda  solution,  using  litmus  as  the  indicator.  Then  shake  15  c.c.  of 
the  same  gastric  juice  with  pure,  finely  powdered  calcium  carbonate,  filter 
through  a  dry  filter,  remove  the  carbon  dioxide  from  the  filtrate  by  means 
of  a  current  of  air,  measure  off  exactly  10  c.c.  of  the  liquid  and  treat  with 
5  c.c.  of  the  calcium-chloride  solution,  and  add  litmus  and  titrate  again. 
The  difference  between  the  two  titrations  shows  the  acidity  due  to  free  acid. 
Any  fatty  acids  present  may  be  shaken  out  from  another  portion  by  ether 
and  the  acidity  determined  on  the  spontaneous  evaporation  of  the  ether. 

Other  methods  have  been  proposed  by  Oahn  and  v.  Meking,  Hoffmann, 
Winter  and  Hayem,  and  Bbaun.  According  to  Kossleb  '  the  three  last- 
mentioned  methods  are  not  quite  serviceable. 

Leo  "  has  recently  made  strong  objections  to  the  usefulness  of  Morner 
and  Sjoqvist's  method.  He  contradicts  the  correctness  of  Sjoqvist's 
statement  in  regard  to  the  extent  of  dissociation  in  various  mixtures  of 
hydrochloric  acid  and  phosphates,  and  he  obtained  in  direct  determinations 
such  an  irregularity  in  the  results  and  such  a  great  variation  from  the  theo- 
retically calculated  quantity  of  hydrochloric  acid  that  he  considers  this 
method  as  unserviceable. 

The  objections  made  to  Morner  and  Sjoqvist's  method  are  in  part 
unimportant  and  part  incorrect  and  unfounded  (Sjoqvist'),  and  for  the 
present  we  have  no  better  method  or  one  yielding  more  trustworthy  results. 

In  testing  for  volatile  fatty  acids  the  contents  of  the  stomach  should  not 
be  directly  distilled,  as  volatile  fatty  acids  may  be  formed  by  the  decom- 
position of  other  bodies,  such  as  proteid  and  haemoglobin.  The  neutralized 
•contents  of  the  stomach  are  therefore  precipitated  with  alcohol  at  ordinary 
temperature,  filtered  quickly,  pressed,  and  repeatedly  extracted  with  alco- 
hol. The  alcoholic  extracts  are  made  faintly  alkaline  by  soda,  and  the 
alcohol  distilled.  The  residue  is  now  acidified  by  sulphuric  or  phosphoric 
acid  and  distilled.  The  distillate  is  neutralized  by  soda  and  evaporated  to 
dryness  on  the  water-bath.  The  residue  is  extracted  with  absolute  alcohol, 
filtered,  the  alcohol  distilled  off,  and  this  residue  dissolved  in  a  little  water. 
This  solution  may  be  directly  tested  for  acetic  acid  with  sulphuric  acid  and 
alcohol  or  with  ferric  chloride.  Formic  acid  may  be  tested  for  by  silver 
nitrate,  which  quickly  gives  a  black  precipitate;  and  butyric  acid  is  detected 
by  the  odor  after  the  addition  of  an  acid.  In  regard  to  th^  methods  for 
more  fully  investigating  the  different  volatile  fatty  acids,  the  reader  is 
referred  to  other  text-books. 


III.  The  Glands  of  the  Mucous  Membrane  of  the 
Intestine  and  their  Secretions. 

The  Secretion  of  Brunner's  Glands.  These  glands  are  partly  considered 
as  small  pancreas-glands  and  partly  as  mucous  or  salivary  glands.  Their 
importance  in  various  animals  is  different.  According  to  Grutzner' 
ihey  are  closely  related  in  dogs  to  the  pyloric  glands  and  contain  pepsin. 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  17. 
»  Zeitschr.  f.  klin.  Med.,  Bd.  33. 
»iM.,  Bd.  32. 
*Pflttgei's  Arch..  Bd.  12. 
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The  views  in  regard  to  the  occarrence  of  a  diastatic  enzyme  are  contradic- 
tory, and  the  difficulty  of  collecting  the  secretion  from  these  glands  free 
from  contamination  makes  this  assumption  somewhat  unreliable. 

The  Secretion  of  Lieberkiihn's  Glands.  The  secretion  of  these  glandjs^ 
has  been  studied  by  the  aid  of  a  fistula  in  the  intestine  according  to  th& 
method  of  Thiet  and  Vella.  Very  little  if  any  secretion  takes  place  in 
fasting  animals  (dog)  when  the  mucous  membrane  is  not  irritated.  In 
lambs  Pkegl  found  the  secretion  continuous.  The  partaking  of  food 
causes  a  secretion,  and  in  lambs  increases  the  secretion  already  taking  place. 
Mechanical,  chemical,  and  electrical  irritations  act  in  the  same  manner  in 
dogs  (Thiey).  Pilocarpin  does  not  increase  the  secretion  in  lambs,  and  in 
dogs  it  does  not  seem  to  be  always  active  (Gamgbe  ').  The  quantity  of  thia 
secretion  in  the  course  of  34  hours  has  not  been  exactly  determined. 

In  the  upper  part  of  the  small  intestine  of  the  dog  this  secretion  is- 
scanty,  slimy,  and  gelatinous;  in  the  lower  part  it  is  more  fluid,  with 
gelatinous  lumps  or  flakes  (Eohmann).  Intestinal  jaice  has  a  strong- 
alkaline  reaction,  generates  carbon  dioxide  on  the  addition  of  an  acid,  and 
contains  (in  dogs)  nearly  a  constant  quantity  of  NaCl  and  Na^CO,,  4.8-5 
and  4-5  p.  m.  respectively  (Gumilewski,  Eohmann").  It  contains 
proteid  (Thikt  found  8.01  p.  m.),  the  quantity  decreasing  with  the  dura- 
tion of  the  elimination.  The  quantity  of  solids  varies.  In  dogs  the 
quantity  of  solids  is  13.2-24.1  p.  m.,  and  in  lambs  29.85  p.  m.  The- 
specific  gravity  of  the  intestinal  juice  of  the  dog,  according  to  the  observa- 
tions of  Thirt,  is  1.010-1.0107,  and  in  lambs  1.01427  (Peegl).  The 
intestinal  juice  from  lambs  contains  18.097  p.  m.  proteid,  1.274  p.  m. 
albumoses  and  mucin,  2.29  p.  m.  urea,  and  3.13  p.  m.  remaining  organic 
bodies. 

The  action  of  the  intestinal  juice  has  been  studied  by  many  investi- 
gators, bat  the  views  concerning  it  are  at  variance.  According  to 
certain  experimenters  it  has  the  power  of  converting  boiled  starch  into 
sugar,  bat  others  claim  that  it  has  not  the  property.  Still  this  action  is 
always  only  slight.  However,  it  seems  generally  accepted,  as  shown  by 
Paschutin,  Beown-  and  Heeon,  Bastiaitelli,''  and  others,  that  the 
intestinal  juice  or  an  infusion  of  the  mucous  membrane  has  au  inverting 
action  on  cane-sugar  or  maltose.  Lactose  seems,  at  least  in  certain  animals, 
as  dog  and  calf  (Eohmann  and  Lappe)  and  new-born  children  (Pautz  and 

'  Thiiy,  Wien.  Sitzungsber.,  Bd.  50  ;  Vella,  Moleschott's  Untersuch.,  Bd.  13;  Preg], 
Pfltlger's  Arcb.,  Bd.  61;  Qamgee,  Physiol.  Chem.,  Vol.  3,  p.  410,  where  Vella  and. 
MaslofE  are  quoted. 

'  Gumilewski,  Pfluger's  Arch.,  Bd.  39  ;  RShmann,  ibid.,  Bd.  41. 

'  Paschiitin,  Centralbl.  f.  d.  med.  Wissensch.,  1870,  S.  561 ;  Brown  and  Heron, 
Annal.  d.  Chem.  u.  Pharm.,  Bd.  204  ;  Bastianelli,  Moleschott's  Untersuch.  zur  Natur- 
lehre,  Bd.  14.     This  contains  all  the  older  literature. 
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Vogel'),  to  be  inverted  by  a  special  enzyme,  lactase.  The  action  on 
carboliydrates  takes  place  more  quickly  and  to  a  greater  extent  in  the  upper 
part  of  the  intestine,  and  correspondingly  the  absorption  of  starch  and 
sagar  occurs  more  quickly  in  the  upper  part  than  in  the  lower  section  of  the 
intestine  (Lannois  and  Lepine/  Eohmann). 

By  experiments  with  chloroform-water  extracts  of  the  mucosa  of  the 
small  intestine,  as  well  as  with  the  precipitates  obtained  on  the  addition  of 
alcohol  to  these  extracts,  Kkuger^  has  confirmed  the  view  that  the  in- 
testinal mucosa  does  not  contain  either  a  proteolytic  or  steatolytic  but 
only  an  amylolytic  and  inverting  enzyme. 

Intestinal  juice  does  not  split  neutral  fats,  but  it  has  the  property,  like 
other  alkaline  fluids,  of  emulsifying  the  fats.  In  regard  to  its  action  on 
albuminous  bodies  most  investigators  agree  that  the  intestinal  Juice  has  no 
action  on  boiled  proteid  or  meat,  while  it  dissolves  fibrin  according  to 
Thiry.  Albiimoses  are  not  converted  into  peptones  (Wenz*).  Contrary 
to  other  investigators,  Schiff  claims  that  the  juice  from  a  successful  fistula 
operation  digests  not  only  coagulated  proteid  and  lumps  of  casein,  but  also 
unboiled  and  boiled  meat;  attention  should,  however,  be  called  to  the  fact 
that  the  action  of  micro-organisms  was  not  excluded  in  these  experiments. 
According  to  Gachet  and  Pachon  '  a  digestion  of  coagulated  white  of 
egg  can  take  place  in  the  duodenum  on  eliminating  the  gastric  and 
pancreatic  juices. 

Human  intestinal  juice  in  a  case  of  anus  prwternaturalis  has  been  inves- 
tigated by  Demant.  This  juice  showed  itself  entirely  inactive  on  albumi- 
nous bodies,  even  on  fibrin  and  on  fats.  It  had  only  a  very  faint  action  on 
boiled  starch.  Ttjeby  and  MANNiifG'  have  investigated  human  intestinal 
juice.  The  specific  gravity  was  on  an  average  1.0069.  The  reaction  was 
alkaline,  and  an  abundant  development  of  carbon  dioxide  took  place  on 
adding  acid.  Proteids  were  not  digested;  starch  was  first  saccharified  very 
slowly,  while  cane-sugar  and  maltose  were  inverted  by  the  juice.  Fats  were 
both  emulsified  and  saponified.  These  experiments  on  the  action  of  the 
intestinal  juice  on  food  introduced  into  the  intestine  in  cases  of  isolated  loop 
of  the  intestine  in  animals,  and  in  human  intestine  in  cases  of  anus 
prwternaturalis,  have  not  given  any  positive  results,  because  of  the  putre- 
faction processes  going  on  in  the  intestine. 

'  Rahmann  and  Lappe,  Ber.  d.  deutscb.  chem.  Gesellsch.,  Bd.  28 ;  Pautz  and  Vogel, 
Zeitschr.  f.  Biologie,  Bd.  33. 

«  Arch.  d.  Physiol.  (5),  Tome  1. 

'  Zeitschr.  f.  Biologie,  Bd.  37. 

*  Zeitschr.  f.  Biologie,  Bd.  28,  -which  also  contains  the  older  literature. 

"  SchiflE,  Centralbl.  f.  d.  med.  Wissensch.,  1868,  S.  367  ;  Gachet  and  Pachon,  Aicli. 
de  Physiol.  (5),  Tome  10. 

•Demant,  Virchow's  Arch.,  Bd.  75  ;  Turby  and  Manning,  Guy's  Hospital  Report, 
"Vol.  48,  p.  277 ;  also  Centralbl.  f.  d.  med.  Wissensch.,  1892,  S.  945. 
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The  secretion  of  the  glands  in  the  large  intestine  seems  to  consist  chiefly 
of  mucus.  Fistulas  have  also  been  introduced  into  these  parts  of  the 
intestine,  which  are  chiefly  if  not  entirely  to  be  considered  as  absorption 
organs.  The  investigations  on  the  action  of  this  secretion  on  nutritive 
bodies  have  not  as  yet  yielded  any  positive  results. 

IV.  Pancreas  and  Pancreatic  Jnice. 

In  invertebrates,  which  have  no  pepsin  digestion  and  which  also  have 
no  formation  of  bile,  the  pancreas,  or  at  least  an  analogous  organ,  seems  to 
be  the  essential  digestion  gland.  On  the  contrary,  an  anatomically  charac- 
teristic pancreas  is  absent  in  certain  vertebrates  and  in  certain  fishes. 
Those  functions  which  should  be  performed  by  this  organ  seem  to  be  per- 
formed in  these  animals  by  the  liver,  which  may  be  rightly  called  hepato- 
PANCKEAS.  In  man  and  in  most  vertebrates  the  formation  of  bile  and  of 
certain  secretions  containing  enzymes  important  for  digestion  is  divided 
between  the  two  organs,  .the  liver  and  the  pancreas. 

The  pancreas  gland  is  similar  in  certain  respects  to  the  parotid  gland. 
The  secreting  elements  of  the  former  consist  of  nucleated  cells  whose  basis 
forms  a  mass  rich  in  proteids,  which  expand  in  water  and  in  which  two 
distinct  zones  exist.  The  outer  zone  is  more  homogeneous,  the  inner  cloudy, 
due  to  a  quantity  of  granules.  The  nucleus  lies  about  midway  between  the 
two  zones,  but  this  position  may  change  with  the  varying  relative  size  of 
the  two  zones.  According  to  Hbidbnhain  '  the  inner  part  of  the  cells 
diminishes  in  size  during  the 'first  stages  of  digestion,  in  which  the  secretion 
is  active,  while  at  the  same  time  the  outer  zone  enlarges  owing  to  the 
absorption  of  new  material.  In  a  later  stage,  when  the  secretion  has 
decreased  and  the  absorption  of  the  nutritive  bodies  has  taken  place,  the 
inner  zone  enlarges  at  the  expense  of  the  outer,  the  substance  of  the  latter 
having  been  converted  into  that  of  the  former.  Under  physiological  con- 
ditions the  glandular  cells  are  undergoing  a  constant  chaage,  at  one  time 
consuming  from  the  inner  part  and  at  another  time  growing  from  the  outer 
part.  The  inner  granular  zone  is  converted  into  the  secretion,  and  the 
outer,  more  homogeneous  zone,  which  contains  the  repairing  material,  is 
then  converted  into  the  granular  substance. 

Besides  considerable  quantities  of  proteids,  globulin,  nucleoproteid  (see 
Chapter  II),  and  albumin,  we  find  in  this  gland  several  enzymes,  or,  more 
correctly,  zymogens,  which  will  be  described  later.  We  also  find  in  this 
gland  nuclein,  leucin  (butalanin),  tyrosin  (not  in  the  perfectly  fresh  gland), 
xanthin,  1-8  p.  m.,  hypoxanthin,  3-4  p.  m.,  guanin,  3-7.5  p.  m.  (all 
figures  are  calculated  for  the  dried  substance,  Kossel"),  adenin,  inosii, 

1  Pfluger's  Arch.,  Bd.  10. 

"  Zeitschr.  f.  physiol.  Chem.,  Bd.  8. 
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lactic  acid,  volatile  fatty  acids,  fats,  and  mineral  substances.  According 
to  the  investigations  of  Oidtmanm'  '  the  human  pancreas  contains  745.3 
p.  m.  water,  345.7  p.  m.  organic  and  9.5  p.  m.  inorganic  sabstances. 

Besides  the  already-mentioned  (Chapter  VIII)  relationship  to  the  trans- 
formation of  sugar  in  the  animal  body,  the  pancreas  has  the  property  of 
secreting  a  juice  especially  important  in  digestion. 

Pancreatic  Juice.  This  secretion  may  be  obtained  by  adjusting  a  fistula 
in  the  excretory  duofc,  according  to  the  methods  suggested  by  Bernard, 
LuDwiG,  and  Hbidenhain,  and  perfected  by  Pawlow.'  If  the  operation 
is  performed  with  sufficient  rapidity  and  under  favorable  conditions  a  power- 
fully active  secretion  maybe  obtained  either  immediately  after  the  operation 
{temporary  fistula)  or  after  some  time  {permanent fistula). 

In  herbivora,  such  as  rabbits,  whose  digestion  is  uninterrupted,  the 
secretion  of  the  pancreatic  juice  is  continuous.  In  carnivora  it  seems,  on 
the  contrary,  to  be  intermittent  and  dependent  on  the  digestion.  During 
starvation  the  secretion  almost  stops,  but  commences  again  after  partaking 
of  food.  Food  seems  to  act  in  a  twofold  manner.  First,  it  may,  with  the 
more  abundant  flow  of  blood  during  the  digestion,  which  is  seen  by  the  red 
color  of  the  gland,  convey  a  larger  quantity  of  nutritive  material  to  the 
gland,  and  thereby  cause  the  secretion  of  a  juice  rich  in  solids.  In  another 
way  the  food  may  also,  by  the  irritation  which  it  produces  on  the  mucous 
coat  of  the  stomach  and  the  duodenum,  indirectly  cause  an  increased  secre- 
tion. 

According  to  the  observations  of  BERsrsTEiN,  HEiDBsrHAiN",  and  others, 
the  secretion  increases  rapidly  after  eating,  and  it  reaches  its  maximum  in 
the  course  of  the  first  three  hours.  From  this  time  the  secretion  diminishes, 
but  may  again  increase  from  the  5th-7th  hour,  when  generally  large  quan- 
tities of  food  pass  from  the  stomach  to  the  intestine.  Then  it  again 
decreases  continuously  from  the  9th-llth  hour,  and  stops  entirely  at  the 
15th-16th  hour. 

The  specific  irritants  for  the  secretion  of  pancreatic  juice  are,  according 
to  Pawlow  and  his  colaborators,  acids  of  various  kinds,  hydrochloric  acid 
as  well  as  lactic  acid,  and  fats.  Alkalies  and  alkali  carbonates  have  on  the 
contrary  a  retarding  action.  It  seems  as  if  the  acids  act  in  a  reflex 
manner  by  irritating  the  mucosa  of  the  duodenum.  The  water,  which 
causes  a  secretion  of  acid  gastric  juice,  also  becomes  an  irritant  for  the 
pancreatic  secretion,  but  may  also  be  an  independent  exciter.  The  psychical 
moment  may,  at  least  in  the  first  place,  have  an  indirect  action  (secretion 

'  Cited  from  v.  Gonip-Besanez,  Lebrbucb,  4.  Aufl. ,  8.  733. 

'  Bernard,  Lemons  de  Physiol.,  Tome  2,  p.  180;  Ludwig,  see  Bernstein,  Arbeitcu  n. 
d.  physiol.  Anstalt  zu  Leipzig,  1869;  HeidenUaiu,  Pflilger's  Arch.,  Bd.  10,  S.  604 ; 
Pawlow,  Die  Arbeit  der  Verdauungsdrllsen,  Wiesbaden,  1898. 
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of  acid  gastric  juice),  and  the  food  seems  likewise  to  have  an  action  on 
pancreatic  secretion  by  its  action  on  the  secretion  of  gastric  juice.  The 
quality  of  the  food  has,  on  the  contrary,  an  unmistakable  influence  oa  the 
composition  of  the  juice  and  the  quantity  of  the  different  enzymes.  Thus 
the  juice  is  richest  in  diastatic  enzyme  after  bread  diet,  and  richest  in  the 
steotolytic  enzyme  after  milk  food.  When  a  dog  passes  from  a  milk-arid- 
bread  diet  to  an  exclusive  meat  diet  the  juice  becomes  richer  ia  proteolytic 
enzyme  and  poorer  in  diastatic  euzyme.  According  to  Gottlieb  irritating 
bodies,  as  mustard-oil,  cause  an  increased  secretion  of  pancreatic  juice. 
According  to  Pawlovt  and  Schirokikh'  his  experiment  is  not  conclusive 
on  account  of  the  great  iutensity  of  the  irritant  used  by  him. 

As  to  the  quantity  of  pancreatic  juice  secreted  in  the  24  hours  authoritiea 
differ.  According  to  the  determinations  of  Pawlow  and  his  collaborators, 
KuwscHiJTSKi,  Wassiliew  and  Jablgnskt,"  the  average  quantity  (with 
normally  acting  juice)  from  a  permanent  fistula  in  dogs  is  21.8  c.c.  per 
kilo  in  the  24  hours. 

The  pancreatic  juice  of  the  dog  is  a  clear,  colorless,  and  odorless 
alkaline  fluid  which  when  obtained  from  a  temporary  fistula  is  very  rich  in 
proteids,  sometimes  so  rich  that  it  coagulates  like  the  white  of  the  egg 
on  heating.  Besides  proteids  the  juice  contains  also  three  long-known 
enzymes^one  diastatic,  oxie  fat-splitting,  and  one  which  dissolves  proteids. 
The  last-mentioned  has  been  called  trypsin  by  Kuhne.  Besides  this 
KuHNE  and  later  investigators  have  found  a  rennin-like  enzyme  in  the 
gland  as  well  as  the  juice.  Besides  the  above-mentioned  bodies  the 
pancreatic  juice  habitually  contains  small  quantities  of  leucin,  fat,  and 
soaps.  As  mineral  constituents  it  contains  chiefly  alkali  chlorides  and  con- 
siderable alkali  carbonate,  some  phosphoric  acid,  lime,  magnesia,  and  iron. 

The  older  analyses  of  the  juice  from  a  permanent  fistula  by  C.  Schmidt 
ai"e  the  results  of  a  more  or  less  abnormal  juice,  hence  we  shall  give  only  the 
analyses  of  juices  from  temporary  fistulas  on  dogs."  The  results  are  given 
in  parts  per  1000. 

a.  h. 

Water 900.8  884.4 

Solids 99.3  115.6 

Organic  substance 90.4  

Ash  8.8  

The  mineral  constituents  consisted  chiefly  of  NaCl,  7.4  p.  m. 
•    In  the  pancreatic  juice  of  rabbits  11-26  p.  m.  solids  have  been  found,  and  in  that 
from  sheep  14.3-86.9  p.  m.     In  the  pancreatic  juice  of  the  horse  9-15.5  p.  m.  solids  have 
been  found  ;  in  that  of  the  pigeon,  12-14  p.  m. 

'  Gottlieb,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  33;  Schirokikh,  Arch,  dea  scienc. 
bid.  de  St.  Petersbourg,  Tome  3,  p.  449. 

'  lUd.,  Tome  2,  p.  391.  The  older  statements  of  Keferstein  and  Hallwachs,  Bidder 
and  Schmidt,  and  others  may  be  found  in  Kilhne,  Lehrbuch,  p.  114. 

3  Cited  from  Maly  in  Hermann's  Handbuch  der  Physiol.,  Bd.  5,  Theil  2,  S.  189. 
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The  human  pancreatic  juice  has  been  analyzed  by  Hbrter'  in  a  case  of  stoppage  of 
the  exit  of  the  juice  by  tlie  pressure  of  a  cancer.  This  juice,  which  could  hardly  be  con- 
sidered as  normal,  was  clear,  alkaline,  without  odor,  and  contained  the  three  enzymes. 
It  contained  peptone,  but  no  other  proteid.  The  quantity  of  solids  was  34.1  p.  m.  Of 
these  6.4  p.  m.  were  soluble  in  alcohol.  It  contained  11.5  p.  m.  peptone  (and  enzymes) 
and  6.2  p.  m.  mineral  substances.  Zawadsky'  has  analyzed  the  pancreatic  juice  of  a 
young  woman  with  a  fistula,  and  found  864.05  p.  m.  water,  133.51  p.  m.  organic  and 
S.44  p.  m.  inorganic  substances.     The  quantity  of  protein  bodies  was  93.05  p.  m. 

Among  the  constituents  of  the  pancreatic  juice,  the  three  enzymes  are 
the  most  important. 

Amylopsin  or  pancreatic  diastase,  which,  according  to  Koeowin  and 
ZwEiFEL,"  is  not  found  in  new-born  infants  and  does  not  appear  until  more 
than  one  month  after  birth,  seems,  although  not  identical  with  ptyalin,  to 
he  nearly  related  to  it.  Amylopsin  acts  very  energetically  upon  boiled 
starch,  and  according  to  Kuhnb  '  upon  unboiled  starch,  especially  at  +  37^ 
to  40°  C,  and,  similar  to  the  action  of  saliva,  forms,  besides  dextrin,  chiefly 
isomaltose  and  maltose,  with  only  very  little  dextrose  (Musculus  and 
V.  Mheing,  KiJLZ  and  Vogel*).  The  dextrose  is  probably  formed  by  the 
action  of  the  invertin  '  existing  in  the  gland  and  juice. 

If  the  natural  pancreatic  juice  is  not  to  be  obtained,  then  the  gland, 
best  after  it  has  been  exposed  a  certain  time  (24  hours)  to  the  air^  may  be 
treated  with  water  or  glycerin.  This  infusion  or  the  glycerin  extract 
diluted  with  water  (when  a. glycerin  has  been  used  which  has  no  reducing 
action)  may  be  tested  directly  with  starch-paste.  It  is  safer,  however,  to 
first  precipitate  the  enzyme  from  the  glycerin  extract  by  alcohol,  and  wash 
with  this  liquid,  dry  the  precipitate  over  sulphuric  acid,  and  extract  with 
water.  The  enzyme  is  dissolved  by  the  water.  The  detection  of  sugar 
may  be  done  in  the  same  manner  as  in  the  saliva. 

Steapsin  or  Fat-splittirg  Enzyme.  The  action  of  the  pancreatic  juice 
on  fats  is  twofold.  First,  the  neutral  fats  are  split  into  fatty  acids  and 
glycerin,  which  is  an  enzymotic  process;  and  secondly,  it  has  also  the 
property  of  emulsifying  the  fats. 

The  action  of  the  pancreatic  juice  in  splitting  the  fats  may  be  shown  in 
the  following  way:  Shake  olive-oil  with  caustic  soda  and  ether,  siphon  off 
the  ether  and  filter  if  necessary,  then  shake  the  ether  repeatedly  with  water 
and  evaporate  at  a  gentle  heat.  In  this  way  we  obtain  a  residue  of  fat  free 
from  fatty  acids  which  is  neutral,  and  which  dissolves  in  acid-free  alcohol 
and  is  not  colored  red  by  alkanet-  tincture.  If  such  fat  is  mixed  with 
perfectly  fresh  alkaline  pancreatic  juice  or  with  a  freshly  prepared  infusion 
of  the  fresh  gland  and  treated  with  a  little  alkali  or  with  a  faintly  alkaline 
glycerin  extract  of  the  fresh  gland  (9  parts  glycerin  and  1  part  1^  soda 

1  Herter,  Zeitschr.  f.  physiol.  Chem.,  Bd.  4;  Zawadsky,  Centralbl.  f.  Physiol.,  Bd. 

5,  S.  179. 

2  Korowin,  Maly's  Jahresber.,  Bd.  3;  Zweifel,  foot-note  5,  page  253. 
»Lehrbuch,  S.  117. 

*  See  foot-note  4,  page  253. 

»  See  Tebb,  Journal  of  Physiol.,  Vol.  15,  and  Abelous,  C.  R.  Soc.  de  blol.,  1891. 
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solutiou  for  each  gramme  of  the  gland),  and  some  litmns  tincture  added 
and  the  mixture  warmed  to  +  37°  C,  the  alkaline  reaction  will  gradually 
disappear  and  an  acid  one  take  its  place.  This  acid  reaction  depends  upon 
the  conversion  of  the  neutral  fats  by  the  enzyme  into  glycerin  and  free  fatty 
acids. 

The  splitting  of  the  neutral  fats  may  also  be  shown  more  exactly  by  the 
following  method :  The  mixture  of  neutral  fats  (absolutely  free  from  fatty 
acids)  and  pancreatic  juice  or  pancreas  infusion  is  digested  at  the  tempera- 
ture of  the  body  and  treated  with  some  soda  and  repeatedly  shaken  with 
fresh  quantities  of  ether  until  all  the  unsplit  neutral  fats  are  removed. 
Then  it  is  made  acid  with  sulphuric  acid,  after  which  shake  the  acid  liquid 
with  ether,  evaporate  the  ether,  and  test  the  residue  for  fatty  acids. 

Another  simple  process  for  the  demonstration  of  the  fat-splitting  action 
of  the  pancreas-glands  is  the  following  (Cl.  Beknard):  A  small  pgrtion  of 
the  perfectly  fresh,  finely  divided  gland  substance  is  first  soaked  in  alcohol 
(of  90^^).  Then  the  alcohol  is  removed  as  far  as  possible  by  pressing 
between  blotting-paper,  after  which  the  pieces  of  glaud  are  covered  with  an 
ethereal  solutiou  of  neutral  butter-fat  (which 'may  be  obtained  by  shaking 
milk  with  caustic  soda  and  ether).  After  the  evaporation  of  the  ether  the 
pieces  of  gland  covered  with  butter-fat  are  pressed  between  two  watch- 
glasses  and  then  gently  heated  to  37°  to  40°  C.  in  this  position.  After  a 
certain  time  a  marked  odor  of  butyric  acid  appears. 

The  action  of  the  pancreatic  juice  in  splitting  fats  is  a  process  analogous 
to  that  of  saponification,  the  neutral  fats  being  decomposed,  by  the  addition 
of  the  elements  of  water,  into  fatty  acids  and  glycerin  according  to 
the  following  formula:  C,H,.0,.E,  (neutral  fat)  +  3H,0  =  C^H^.O^.H^ 
(glycerin)  +  3(H.0.E)  (fatty  acid).  •  This  depends  upon  a  hydrolytic 
splitting,  which  was  first  positively  proved  by  BERaSTARD  and  Berthelgt." 
The  pancreas-enzyme  also  decomposes  other  esters  just  as  it  does  the  neutral 
fats  (Nencki,  Baas').  The  pancreas-enzyme  which  decomposes  fats  has 
been  less  studied  than  the  other  pancreas-enzymes,  and  it  has  indeed  been 
questioned  whether  or  not  the  decomposition  of  the  neutral  fats  in  the 
intestine  may  not  be  effected  through  lower  organisms.  According  to  the 
investigations  of  Nencki  it  seems  that  the  pancreas  actually  contains  an 
enzyme  which  decomposes  fats.  This  enzyme,  which  is  still  little  known, 
appears  to  be  very  sensitive  to  acids,  and  it  is  often  absent  in  acid  glands 
not  perfectly  fresh.  If  a  watery  infusion  of  the  gland  prepared  cold  be 
treated  with  calcined  magnesia,  then  the  enzyme  in  question  will,  according 
to  Danilewski,"  be  retained  by  the  maguesia  precipitate. 

The  fatty  acids  which  are  split  off  by  the  action  of  the  pancreatic  juice 
combine  in  the  intestine  with  the  alkalies,  forming  soaps  which  have  a. 

'  Bernard,  Ann,  de  chim.  et  physique  (3  ser.),  Tome  35 ;  Berthelot,  Jahresber.  d. 
Chem.,  1855,  S.  733. 

'  Nencld,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  30  ;  Baas,  Zeitschr.  f.  physiol.  Chem., 
Bd.  14,  S.  416. 

'  Virchow's  Arch.,  Bd.  35. 
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strong  emulsifying  action  on  the  fats,  and  thus  the  pancreatic  juice  becomes 
'  of  great  importance  in  the  emulsification  and  the  absorption  of  the  fats. 

In  digestion  experiments  with  the  pancreas-gland  or  the  watery  extract 
of  the  same,  Klug  '  has  observed  a  development  of  gases,  carbon  dioxide  and 
also  hydrogen,  which  were  not  produced  by  putrefaction  and  which  he  con- 
siders are  produced  by  an  enzymotic  cleavage  of  the  fats. 

Trypsin.  The  action  of  the  pancreatic  juice  in  digesting  proteids  was 
first  observed  by  Beknaed,  but  first  proved  by  Corvisaet."  It  depends 
upon  a  special  enzyme  called  by  KuHifE  trypsin.  Strictly  speaking,  this 
enzyme  does  not  occur  in  the  gland  itself.  In  the  gland,  more  probably,  a 
zymogen  occurs  from  which  the  enzyme  is  split  off  or  formed  during  secre- 
tion, also  by  the  action  of  water,  acids,  alcohol,  and  other  substances. 
According  to  Albeetoni,'  this  zymogen  is  found  in  the  gland  in  the  last 
third  of  the  intra-uterine  life.  Enzymes  similar  to  trypsin  occur  also  in  the 
plant  kingdom. 

The  purest  trypsin  thus  far  prepared,  isolated  by  Kuhite,^  is  soluble  in 
water,  but  insoluble  in  alcohol  or  glycerin.  The  less  pure  enzyme,  on  the 
contrary,  is  soluble  in  glycerin.  If  the  solution  of  the  enzyme  in  water  is  . 
heated  to  the  boiling-point  with  the  addition  of  a  little  acid,  it  decomposes 
into  coagulated  proteid  and  peptone  (Kuhne).  According  to  the  investi- 
gations of  BiEEJfACKi "  pure  trypsin  in  0.25-0.5^  soda  solution  is  destroyed 
in  5  minutes  by  heating  to  50°  0.  It  is  destroyed  by  heating  its  neutral 
solution  to  45°  0.  The  presence  of  albumoses  or  certain  ammonium  salts 
in  alkaline  trypsin  solutions  has  a  protective  action  to  a  certain  extent. 
Trypsin  is  destroyed  by  gastric  juice.  Like  other  enzymes,  trypsin  is 
characterized  by  its  physiological  action.  This  action  consists  in  dissolving 
proteids  and  especially  fibrin  in  alkaline,  neutral,  or  even  faintly  acid  solu- 
tions with  readiness. 

The  preparation  of  pure  trypsin  has  been  tried  by  various  experimenters. 
The  purest  seems  to  have  been  prepared  according  to  the  rather  complicated 
method  of  Kuhne."  In  studying  the  action  of  trypsin  a  less  pure  prepara- 
tion may  often  answer,  and  various  methods  of  preparing  such  have  been 
proposed,  but  we  cannot  describe  all  of  them.  For  the  production  of  a 
glycerin  extract  (HEiDEiiTHAiN ')  the  gland  should  be  rnljbed  with  glass 
powder  or  pure  quartz-sand,  this  mass  carefully  mixed  with  acetic  acid  of 
Ifo  (1  c.c.  to  each  grm.  of  gland),  then  for  each  part  of  the  gland-mass  add 

'  PflUger's  Arch.,  Bd.  70. 

»  Gaz.  hebdomadaire,  1857,  Nos.  15,  16,  19.  Cited  from  Bunge,  LehrbucU,  4.  Aufl., 
S.  135. 

»  See  Maly's  Jabresber.,  Bd.  8,  S.  354. 

*  Verb.  d.  naturb. -med.  Vereins  zu  Heidelberg  (N.  F.),  Bd.  1,  Heft  3. 

'  Zeitscbr.  f.  Biologle,  Bd.  28. 

«  Verb.  d.  naturb.-med.  Verieins  zu  Heidelberg  (N.  F.),  Bd.  1,  Heft  3.         ,,^„. 

'  PflUger's  Arch.,  Bd.  10. 
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^0  parts  of  glycerin,  and  filter  after  about  three  days.  By  precipitating  die 
glycerin  extract  with  alcohol  and  redissolving  the  precipitate  in  water,  we^ 
obtain  a  solution  which  has  a  powerful  digestive  action.  A  watery  infusion 
of  the  gland  may  be  made  only  after  it  has  been  exposed  to  the  air  for  24 
hours,  and  5-10  parts  oif  water  for  each  part  by  weight  of  the  gland  should 
be  used.  According  to  Kuhue  '  the  impure  trypsin  is  allowed  to  undergo 
antodigestion  in  a  0.3j^  soda  solution  and  in  the  presence  of  thymol.  After 
the  conversion  of  the  albumoses  into  peptones  the  trypsin  may  be  precipi- 
tated by  ammonium  sulphate.  An  active  but  impure  infusion  may  be 
obtained  by  digesting  the  finely  divided  gland  for  a  few  days  with  water 
containing  5-10  c.c.  chloroform  per  liter  (Salkowski). 

The  action  of  trypsin  on  proteids  is  best  demonstrated  by  the  use  of 
fibrin.  Very  considerable  quantities  of  this  albuminous  body  are  dissolved 
by  a  small  amount  of  trypsin  at  37-40°  0.  It  is  always  necessary  to  make 
a  control  test  with  fibrin  alone,  with  or  without  the  addition  of  alkali. 
Pibrin  is  dissolved  by  trypsin  without  any  putrefaction;  the  liquid  has  a 
pleasant  odor  somewhat  like  bouillon.  To  completely  exclude  putrefaction 
a  little  thymol,  chloroform,  or  ether  should  be  added  to  the  liquid.  Trypsin, 
digestion  differs  essentially  from  pepsin  digestion  in  that  the  first  takes 
place  in  neutral  or  alkaline  reaction  and  not,  as  is  necessary  for  pepsin 
digestion,  in  an  acidity  of  1-2  p.  m,  HCl,  and  further  by  the  fact  that  the 
proteids  dissolve  in  trypsin  digestion  without  previously  swelling  up. 

As  trypsin  not  only  dissolves  proteids  but  also  other  protein  substances, 
such  as  gelatin,  this  body  may  be  used  in  detecting  trypsin.  The  liquefac- 
tion of  a  strongly  disinfected  gelatin  is,  according  to  Pbemi,"  a  very  delicate 
reagent  for  trypsin  or  tryptic  enzyme. 

Many  circumstances  exert  a  marked  influence  on  the  rapidity  of  the 
trypsin  digestion.  With  an  increase  in  the  quantity  of  enzyme  present  the 
digestion  is  hastened  at  least  to  a  certain  point,  and  the  same  is  also  true  of 
an  increase  in  temperature  at  least  to  about  -\-  40°  C,  at  which  temperature 
the  proteid  is  very  rapidly  dissolved  by  the  trypsin.  The  reaction  is  also  of 
the  greatest  importance.  Trypsin  acts  energetically  in  neutral,  or  still 
better  in  alkaline,  solutions,  and  best  in  an  alkalinity  of  3-4  p.  m.  NajOO,. 
Pree  mineral  acids,  even  in  very  small  quantities,  completely  prevent  the 
digestion.  If  the  acid  is  not  actually  free,  but  combined  with  albuminous 
bodies,  then  the  digestion  may  take  place  quickly  when  the  acid  combina- 
tion is  not  in  too  great  excess  (OHiTTEKDEif  and  Cummiks').  Organic 
acids  act  less  disturbingly,  and  in  the  presence  of  0.2  p.  m.  lactic  acid  and 
the  simultaneous  presence  of  bile  and  common  salt  the  digestion  may  indeed 
proceed  more  quickly  than  in  a  faintly  alkaline  liquid  (Lindbbegbe).     The 

1  Centialbl.  f.  d.  med.  Wissensch.,  1886,  S.  629. 
»  Arch.  f.  Hygiene,  Bd.  12. 

'  Studies  from  the  Physiol.  Chem.  Laboratory  of  Tale  College,  New  Haven,  1885, 
Vol.  1,  p.  100. 
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statement  of  Eachford  and  Southgate  that  the  bile  can  prevent  the 
injurious  action  of  the  hydrochloric  acid,  and  that  a  mixture  of  pancreatic 
juice,  bile,  and  hydrochloric  acid  digests  better  than  any  other  mixture  of 
pancreatic  juice,  could  not  be  substantiated  by  Chittenden  and  Albko.' 
Carbon  dioxide,  according  to  Schibrbeck,"  has  a  retarding-  action  in  acid 
solutions,  but  it  accelerates  the  tryptic  digestion  in  faintly  alkaline  liquids. 
Foreign  bodies,  such  as  borax  and  potassium  cyanide,  may  promote  tryptic 
digestion,  while  other  bodies,  such  as  salts  of  mercury,  iron,  and  others 
(Chittenden  and  Cummins),  or  salicylic  acid'in  large  quantities,  may  have 
a  preventive  action.  The  nature  of  the  proteids  is  also  of  importance. 
Unboiled  fibrin  is,  relatively  to  most  other  albuminous  bodies,  dissolved  so 
very  quickly  that  the  digestion  test  with  raw  fibrin  gives  an  incorrect  idea 
of  the  power  of  trypsin  to  dissolve  coagulated  albuminous  bodies  in  general. 
An  accumulation  of  products  of  digestion  tends  to  hinder  the  trypsin 
digestion. 

The  Products  of  the  Trypsin  Digestion.  In  the  digestion  of  unboiled 
fibrin  a  globulin  which  coagulates  at  +  55-60°  C.  may  be  obtained  as  an 
intermediate  product  (Herrmann").  Moreover  from  fibrin,  as  well  as 
from  other  albuminous  bodies,  emanate  alhumoses  and  peptone,  leucin, 
tyrosin,  and  aspartic  acid,  a  little  lysin,  lysatinin  (Hbdin),  arginin  and 
histidin  (Ktjtscher*),  and  ammonia  (Hirschler'),  and  also  the  so-called 
j>i'oteinchromogen  or  tryptophan.  When  putrefaction  has  not  been  entirely 
prevented  numerous  other  bodies  appear  which  will  be  spoken  of  later  in 
connection  with  the  putrefaction  process  going  on  in  the  intestine.  In  the 
trypsin  digestion,  in  contrast  to  the  pepsin  digestion,  pure  peptones,  not 
precipitated  by  ammonium  sulphate,  are  relatively  easily  and  quickly 
formed.  The  peptone,  according  to  Kuhne,  consists  entirely  of  anti- 
peptone,  and  the  above-mentioned  decomposition  products,  leucin  and  the 
others,  are  formed  by  the  decomposition  of  the  hemipeptone  (see  Chapter 
II). 

Froteinchromogen '  or  tiyptophan'  is  a  cleavage  product  appearing  in  the  tryptic 
digestion  of  albuminous  bodies  and  which  gives  a  reddish-violet  product,  so-called  pro- 
teinchrom,  with  chlorine  or  bromine.  According  to  Nencki  at  least  two  different  bodies 
with  unequal  amounts  of  bromine  are  obtained  on  adding  bromine.  One  of  these  seems 
to  stand  in  close  connection  to  hsematoporphyrin,  or  bilirubin,  and  the  other  to  the 
animal  melanins.     In  the  digestion  mixture,  freed  from  albumoses  by  ammonium  sul- 

'  Lindberger,  Maly's  Jahresber.,  Bd.  13  ;  Eachford  and  Southgate,  Medical  Record, 
1895;  Chittenden  and  Albro,  Amer.  Journ.  of  Physiol.,  Vol.  1,  1898. 
»  Skan.  Arch.  f.  Physiol.,  Bd.  3. 
'  Zeitschr.  f.  physiol.  Chem.,  Bd.  11. 

*  Hedin,  see  Drechsel,  "  Abbau  der  Eiweissstoile  in  Du  Bois-Reymond's  Arch.,  1891; 
Sutscher,  Zeitschr.  f.  physiol.  Chem.,  Bd.  25. 

'  JMd.,  Bd.  10,  S.  803. 

•  Stadelmann,  Zeitschr.  f   Biologic,  Bd.  36. 
'  Neumeister,  ibid. ,  Bd.  36,  S.  339. 
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phate,  KuRAjEFF '  has  detected  at  least  three  protelnchroms,  one  a  bluish-violet  bodjr 
with  at  least  Z5%  biomine,  another  red  with  27^  bromine,  and  thirdly  a  brown  or  black- 
body.  By  the  action  of  chlorine  Bbitlbr''  obtained  a  red  product,  chloroproteinchrom, 
which  corresponds  to  the  formula  CQuHneCUNsiOjiS.  This  product  is,  like  protein- 
chromogen,  readily  decomposed.  Tlie  proteinchromogen  diffuses  through  membranes 
and  is  precipitated  by  phospho-tungstic  acid,  but  not  by  metallic  salts. 

The  action  of  trypsin  on  other  todies  has  not  been  thoroagWy  stndied. 
An  enzyme  has  been  found  in  the  pancreas  of  the  pig  and  certain  herbivora, 
which  is  not  identical  witli  trypsin  and  which  canses  the  coagulation  of 
neutral  or  alkaline  milh  (Kuhne  and  Eobeets).  . 

According  to  Hallibxjeton  and  Beodib  '  casein  is  transformed  by  the 
pancreatic  juice  of  the  dog  into  "  pancreatic  casein,"  a  substaace  which  in 
regard  to  solubility  stands  between  casein  and  paracasein  (see  Chapter  XIV) 
and  which  is  converted  into  this  last  substance  by  rennin.  The  nucleins 
and  pseudo-nucleins  are  dissolved  by  the  alkaline  pancreatic  juice  and  at 
least  in  part  further  digested.  Gelatin  is  dissolved  by  the  pancreatic  juice 
and  is  converted  into  gelatin-peptone.  According  to  Kuhkb  and  Ewald  * 
neither  glycocoll  nor  leucin  is  formed.  The  gelatin- forming  substance  of 
the  connective  tissues  is  not  directly  dissolved  by  trypsin,  but  only  after  it 
has  been  treated  with  acids  or  soaked  in  water  at  -f-  70°  0.  By  the  action 
of  trypsin  on  hyalin  cartilage  the  cells  dissolve,  leaving  the  nucleus.  The 
basis  is  softened  and  shows  an  indistinctly  constructed  network  of  collagen- 
ous substance  (Kuhne  and  Ewald).  The  elastic  substance,  the  struc- 
tureless membrane,  and  the  membrafie  of  the  fat-cells  are  also  dissolved. 
Parenchymatous  organs,  such  as  the  liver  and  the  muscles,  are  dissolved  all 
but  the  nucleus,  connective  tissue,  fat-corpuscles,  and  the  remainder  of  the 
nervous  tissue.  If  the  muscles  are  boiled,  then  the  connective  tissue  is  also 
dissolved.  Mucin  and  certain  nucleins  are  dissolved  and  split  by  trypsin 
solutions.  Oxyhmmoglobin  is  decomposed  by  trypsin  with  the  splitting  off" 
of  hsematin.  Hcemoglobin,  on  the  contrary,  when  the  access  of  oxygen  is 
completely  prevented,  is  not  decomposed  by  trypsin  (Hoppe-Sbtlbe '). 
Trypsin  does  not  act  oti  fats  or  carbohydrates. 

It  has  already  been  brought  out  above  that  trypsin  does  not  exist 
retidy  formed  in  the  gland,  but  more  likely,  as  Heidenhain  has  shown,  the 
gland  contains  a  corresponding  zymogen.  The  maximum  quantity  of 
such  zymogen  in  the  gland  occurs  14-16-18  hours  after  a  full  meal,  and 
the  minimum  6-10  hours  after.  This  zymogen  is  not  converted  by 
glycerin  into  trypsin,  but  is  easily  changed  by  water  and  acids.     A  soda 

1  Zeitachr.  f.  physiol.  Chem.,  Bd.  36. 

'  Neucki,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  28;  Beitler,  ibid.,  Bd.  31. 

'  Kuhne  and  Roberts,  Maly's  Jahresber. ,  Bd.  9,  S.  224  ;  also  Sidney  Edkins,  Journal 
of  Physiology,  Vol.  12,  which  coutaiua  all  the  literature.  Halliburton  and  Brodie,  idid.^ 
Yol.  20. 

■•  Verb.  d.  naturh.-med.  Vereins  zu  Heidelberg  (N.  F.),  Bd.  1. 

5  Physiol.  Chem.,  S.  267. 
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solution  of  1^1.5^,  on  the  contrary,  prevents  almost  entirely  the  conversion 
of  the  zymogen.  If  we  allow  the  gland  to  lie  in  the  air  it  gradually 
becomes  acid,  and  this  leads  to  the  formation  of  an  enzyme  in  which  the 
oxygen  seems  to  be  active,  as  is  nsnal  in  the  conversion  of  the  zymogen 
into  trypsin.  It  is  very  probable  also  that  the  two  other  enzymes  are 
formed  from  corresponding  zymogens,  and  this  has  been  shown  by  Livee- 
SiDGE '  to  be  plausible  in  the  case  of  the  diastatic  enzyme. 

V.  The  Chemical  Processes  in  the  Intestine. 

The  action  which  belongs  to  each  digestive  secretion  may  be  essentially 
changed  by  mixing  with  other  digestive  fluids;  and  since  the  digestive 
fluids  which  flow  into  the  intestine  are  mixed  with  still  another  fluid,  the 
bile,  it  will  be  readily  understood  that  the  combined  action  of  all  these 
fluids  in  the  intestine  makes  the  chemical  processes  going  on  therein  very 
complicated. 

As  the  acid  of  the  gastric  juice  acts  destructively  on  ptyalin,  this  enzyme 
has  no  further  diastatic  action,  even  after  the  acid  of  the  gastric  juice  has 
been  neutralized  in  the  intestine.  The  bile  has,  at  least  in  certain  animals, 
a  faint  diastatic  action  which  in  itself  can  hardly  be  of  any  great  impor- 
tance, but  which  shows  that  the  bile  has  not  a  preventive  but  rather  a 
beneficial  influence  on  the  energetic  diastatic  action  of  the  pancreatic  jaice. 
Martin  and  Willliams  "  have  observed  a  beneficial  action  of  the  bile  on 
the  diastatic-action  of  the  pacreas  infusion.  To  this  may  be  added  that  the 
organized  ferments  which  occur  habitually  in  the  intestine  and  sometimes 
in  the  food  have  partly  a  diastatic  acid  and  partly  produce  a  lactic-acid  and 
butyric-acid  fermentation.  The  maltose  which  is  formed  from  the  starch 
seems  to  be  converted  into  glucose  in  the  intestine.  Cane-sugar  is  inverted 
in  the  intestine,  and,  at  least  in  certain  animals,  also  lactose. °  Cellulose, 
especially  the  finer  and  more  tender  kind,  is  undoubtedly  partly  dissolved 
in  the  intestine ;  the  products  thus  formed  are  not  very  well  known.  It  has 
been  shown  by  Tappeniee  that  cellulose  may  undergo  fermentation,  caused 
by  the  action  of  micro-organisms  with  the  production  of  marsh-gas,  acetia 
acid,  and  butyric  acid;  still  we  do  not  know  to  what  extent  the  cellulose  is. 
destroyed  in  this  way.' 

The  bile,  especially  dog-bile,  has,  according  to  Moore  and  Eockwood,'' 

'  Journ.  of  Physiol.,  Vol.  8. 

'  Proceedings  of  the  Roy.  Soc,  Vols.  45  and  48. 

'  See  literature  foot-note  3,  page  280.  and  foot-note  1,  page  281. 

■•  On  the  digestion  of  cellulose  see  Henneberg  and  Stobmann,  Zeitschr.  f.  Biologie, 
Bd.  21,  8.  613  ;  v.  Knieriem,  ibid.,  S.  67  ;  Hofmeister,  Arch.  f.  wiss.  u.  prakt.  Tbier- 
heilkunde,  Bd.  11  ;  Weiske,  Zeitschr.  f.  Biologic,  Bd.  22,  S.  373  ;  Tappeiner,  ibid.,  Bdd> 
20  and  24  ;  and  MallSvre,  Pflilger's  Arch.,  Bd.  49. 

5  Proceedings  of  Roy,  Soc,  Vol.  60,  and  Journ.  of  Physiol.,  Vol.  21. 
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the  property  of  dissolving  fatty  acids  to  a  rather  high  degree  and  hence  it 
can  perhaps  accelerate  the  absorption  of  fatty  acids  split  off  by  the  pan- 
creatic jaice.  It  is,  however,  withoat  doubt  of  greater  importance  that  the 
bile,  as  Nbncki  and  Eachford  '  have  shown,  facilitates  the  fat-splitting 
action  of  the  pancreatic  juice.  The  fatty  acids  combine  with  the  alkalies 
of  the  intestinal  and  pancreatic  juices,  producing  soaps  which  are  partly 
absorbed  as  such  and  partly  exercise  a  powerful  action  on  the  absorption  of 
the  fats. 

If  to  a  soda  solution,  of  about  1-3  p.  m.  Na,CO,  we  add  pure,  perfectly 
neutral  olive-oil  in  not  too  large  quantity,  we  obtain,  after  vigorous  shaking, 
a  transient  emulsion.  If,  on  the  contrary,  we  add  to  the  same  quantity  of 
soda  solution  an  equal  amount  of  commercial  olive-oil  (which  always  con- 
tains free  fatty  acids),  we  need  only  turn  the  vessel  over  for  the  two  liquids 
to  mix  and  immediately  we  have  a  very  finely  divided  and  permanent 
omulsion  making  the  liquid  appear  like  milk.  The  free  fatty  acids  of  the 
always  somewhat  rancid  commercial  oil  combine  with  the  alkali  to  form 
soaps  which  act  to  emulsify  the  fats  (Brucke,  Gad,  LoBWEisrTHAL°). 
This  emulsifying  action  of  the  fatty  acids  split  off  by  the  pancreatic  jaice  is 
undoubtedly  assisted  by  the  habitual  occurrence  of  free  fatty  acids  in  the 
food,  and  also  by  the  splitting  off  of  fatty  acids  from  the  neutral  fats  by  the 
putrefaction  in  the  intestine.  These  fatty  acids  must  combine  with  the 
alkalies  in  the  intestine  and  form  soaps. 

As  the  greater  part  of  the  absorbed  fat  is  again  found  in  the  chyle  as  an 
emulsion  we  generally  consider  the  formation  of  an  emulsion  by  the  aid  of 
the  soaps  as  of  great  importance  in  the  absorption  of  fats.  The  correctness 
of  this  view,  and  questions  in  regard  to  the  absorption  of  fats,  will  be 
discussed  later  in  connection  with  absorption.  It  is  sufiBcient  to  state  here 
that,  according  to  the  unanimous  experience,  the  united  action  of  the  bile 
and  pancreatic  juice  favor  the  absorption  of  fats. 

Bile  completely  prevents  pepsin  digestion  in  artificial  digestion,  because 
it  retards  the  swelling  up  of  the  proteids.  The  passage  of  bile  into  the 
istomach  during  digestion,  on  the  contrary,  seems  according  to  several  inves- 
tigators, especially  Oddi  and  Dastrb,'  to  have  no  retarding  action  on 
stomachic  digestion.  Bile  has  no  solvent  action  on  proteids  in  neutral  or 
alkaline  reaction,  but  still  it  may  have  an  influence  on  proteid  digestion  in 
the  intestine.  The  acid  contents  of  the  stomach,  containing  an  abundance 
'Of  proteids,  give  with  the  bile  a  precipitate  of  proteids  and  bile-acids.     This 

'  Nencki,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  20  ;  Rachford,  Journal  of  Physiol., 
Vol.  13. 

*  Biiicke,  Wien.  Sitzungsber.,  Bd.  61,  Abth.  2;  Gad,  Du  Bois-Eeymond's  Arch., 
1878;  Loewenthal,  j6i(?.,  1897. 

s  Oddi,  Eef.  in  Centialbl.  f.  Physiol.,  Bd.  1,  S.  313  ;  Dastre,  Arch,  de  Physiol.  (5), 
Tome  2,  p.  316. 
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precipitate  carries  a  part  of  the  pepsin  with  it,  and  for  this  reason,  and  also 
on  account  of  the  partial  or  complete  neutralization  of  the  acid  of  the 
gastric  juice  by  the  alkali  of  the  bile  and  the  pancreatic  juice,  the  pepsin 
digestion  cannot  proceed  further  in  the  intestine.  On  the  contrary,  the 
bile  does  not  disturb  the  digestion  of  proteids  by  the  pancreatic  juice  in  tliu 
intestine.  The  action  of  these  digestive  secretions,  as  above  stated,  is  nou 
disturbed  by  the  bile,  especially  not  by  the  faintly  acid  reaction  due  ta 
organic  acids  which  are  habitually  found  in  the  upper  parts  of  the  intestine. 
In  a  dog  killed  while  digestion  is  going  on,  the  faintly  acid,  bile-containing 
material  of  the  intestine  shows  regularly  a  strong  digestive  action  on 
proteids. 

The  precipitate  formed  on  the  meeting  of  the  acid  contents  of  the 
stomach  with  the  bile  easily  redissolves  in  an  excess  of  bile  and  also  in  the 
NaCl  formed  in  the  neutralization  of  the  hydrochloric  acid  of  the  gastrio 
juice.  This  may  take  place  even  under  faintly  acid  reaction.  Since  in 
man  the  excretory  ducts  of  the  bile  and  the  pancreatic  juice  open  near  one 
another,  in  consequence  of  which  the  acid  contents  of  the  stomach  are 
probably  immediately  in  great  part  neutralized  by  the  bile  as  soon  as  it 
enters,  it  is  doubtful  whether  a  precipitation  of  proteids  by  the  bile  occurs, 
in  the  intestine. 

Besides  the  previously  mentioned  processes  caused  by  enzymes,  there 
are  others  of  a  different  nature  going  on  in  the  intestine,  namely,  the 
fermentation  and  putrefaction  processes  caused  by  micro-organisms.  These 
are  less  intense  in  the  upper  parts  of  the  intestine,  but  increase  in  intensity 
towards  the  lower  part  of  the  same,  and  decrease  in  the  large  intestine 
because  of  the  absorption  of  water.  Fermentation  but  not  putrefaction 
processes  occur  in  the  small  intestine  as  long  as  the  contents  are  strongly 
acid.  Macfadtek,  M.  Nencki,  and  N.  Siebee  '  have  investigated  a  case 
of  haman  anus  praeternaturalis,  in  which  the  fistula  occurred  at  the  lower 
end  of  the  ileum,  and  they  were  able'  to  investigate  the  contents  of  the 
intestine  after  it  had  been  exposed  to  the  action  of  the  mucous  inembrane 
of  the  entire  small  intestine.  The  mass  was  yellow  or  yellowish  brown,  due 
to  bilirubin,  had  an  acid  reaction  which,  calculated  as  acetic  acid,  amounted 
to  1  p.  m.  The  contents  were  nearly  odorless,  having  an  empyreumatic  odor 
recalling  that  of  volatile  fatty  acids,  and  only  seldom  had  a  putrid  odor 
recalling  that  of  indol.  The  essential  acid  present  was  acetic  acid,  accom- 
panied with  fermentation  lactic  acid  and  paralactic  acid,  volatile  fatty  acids, 
succinic  acid,  and  bile-acids.  Coagnlable  proteids,  peptone,  mucin,  dextrin, 
dextrose,  and  alcohol  were  present.  Leucin  and  tyrosin  could  not  be 
detected. 

According  to  the  above-mentioned  investigators,  the  proteids  are  only  to 

'■  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  38. 
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a  very  slight  extent,  if  at  all,  decomposed  by  the  microbes  in  the  small 
intestine  of  man.  The  microbes  present  in  the  small  intestine  preferably 
■decompose  the  carbohydrates,  forming  ethyl  alcohol  and'  the  above-men- 
'tipned  organic  acids.  Free  hydrochloric  acid  does  not  occur  in  the  small 
intestine,  and  it  is  the  organic  acids  that  prevent  the  putrefaction  of  the 
proteids  in  the  intestine. 

Further  investigations  of  Jakovtsky  '  lead  to  the  same  result,  namely, 
ithat  in  man  the  putrefaction  of  the  proteids  does  not  take  place  in  the  small 
ibut  in  the  large  intestine.  This  putrefaction  of  the  proteids  is  not  the 
isame  as  the  pancreatic  digestion,  and  these  two  processes  are  essentially 
different  because  of  the  products  they  yield.  In  the  pancreatic  digestion 
of  proteids  there  are  formed,  as  far  as  we  know  at  present,  besides  albumoses 
and  peptones,  bases,  protein  chromogen,  amido-acids,  and  ammonia.  In 
the  putrefaction  of  the  proteids  we  have,  indeed,  the  same  products  formed 
at  the  beginning,  but  the  decomposition  proceeds  considerably  further  and 
a  number  of  products  are  developed  which  have  become  known  through  the 
labors  of  numerous  investigators,  Nencki,  Baumanj^t,  Briegee,  H.  and 
E.  Salkowski,  and  their  pupils.  The  products  which  are  formed  in  the 
putrefaction  of  proteids  are  (in  addition  to  albumoses,  peptones,  amido-acids, 
and  ammonia)  indol,  sTcatol,  paracresol,  plienol,  phenyl-propionic  acid,  and 
■phenyl-acetic  acid,  also  paraoxyphenyl-acetic  acid  a,iidhydroparacu7na7-ic  acid 
(besides  paracresol,  produced  in  the  putrefaction  of  tyrosin),  volatile  fatty 
acids,  carbon  dioxide,  hydrogen,  marsh-gas,  methylmercaptan,  and  sulphu- 
retted hydrogen.  In  the  putrefaction  of  gelatin  neither  tyrosin  nor  indol  is 
formed,  while  glycocoll  is  produced. 

Among  these  products  of  decomposition  a  few  are  of  special  interest 
because  of  their  behavior  within  the  organism  and  because  after  their 
absorption  they  pass  into  the  urine.  A  few,  such  as  the  oxyacids,  pass 
unchanged  into  the  urine.  Others,  such  as  phenols,  are  directly  trans- 
formed into  ethereal  sulphuric  acids  by  synthesis,  and  are  eliminated  as  such 
by  the  urine;  on  the  contrary,  others,  such  as  indol  and  skatol,  are  only 
converted  into  ethereal  sulphuric  acids  after  oxidation  (for  details  see 
Chapter  XV).  The  quantity  of  these  bodies  in  the  urine  varies  also  with 
the  extent  of  the  putrefactive  processes  in  the  intestine ;  at  least  this  is  true 
for  the  ethereal  sulphuric  acids.  Their  quantity  increases  in  the  urine  with 
a  stronger  putrefaction,  and  the  reverse  takes  place,  as  Baumajtst"  has 
shown  by  experiments  on  dogs,  when  the  intestine  has  been  disinfected  by 
calomel,  namely,  they  then  disappear  from  the  urine. 

Among  the  above-mentioned  putrefactive  products  in  the  intestine  the 
two  following,  indol  and  skatol,  should  be  especially  noted. 

'  Arch,  des  Scienc.  biol.  de  St.  Petersbourg,  Tome  1. 
'Zeitschr.  f.  physiol.  Chem.,  Bd.  10. 
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CH 

Indol,   0,H,]Sr  =  C,H<  CH,    and    Skatol,    or     methtl-im-dol, 

NH 
C.CH, 

C,H,N  =  C,H,  CH,  are  two  bodies  which  stand  in  close  relationship 

\      / 
NH 

to  the  indigo  substances  and  are  formed  in  variable  quantities  from  proteid 

sabstances  under  different  conditions.     Hence  they  occur  habitually  in  the 

human   intestinal   canal   and,   after   oxidation  into  indoxyl  and   skatoxyl 

respectively,  pass,   at  least   partly,   into  the  urine   as   the   corresponding 

ethereal  sulphuric  acids  and  also  as  glycnronic  acids. 

These  two  bodies  have  been  prepared  synthetically  in  many  ways.  Both 
may  be  obtained  from  indigo  by  reducing  it  with  tin  and  hydrochloric  acid 
and  heating  this  reduction  product  with  zinc-dust  (Babtee*').  Indol  may 
be  formed  from  skatol  by  passing  it  through  a  red-hot  tube.  Indol  sus- 
pended in  water  is  in  part  oxidized  into  indigo-blue  by  ozone  (Nencei  '). 

Indol  and  skatol  crystallize  in  shining  leaves,  and  their  melting-points 
are  +  53°  and  95°  C.  respectively.  Indol  has  a  peculiar  excrementitious 
odor,  while  skatol  has  an  intense  fetid  odor  (skatol  obtained  from  indigo  is 
odorless).  Both  bodies  are  easily  volatilized  by  steam,  skatol  more  easily 
than  indol.  They  may  both  be  removed  from  the  watery  distillate  by  ether. 
Skatol  is  the  more  insoluble  of  the  two  in  boiling  water.  Both  are  easily 
soluble  in  alcohol,  and  give  with  picric  acid  a  combination  consisting  of  red 
crystalline  needles.  If  a  mixture  of  the  two  picrates  be  distilled  with 
ammonia,  they  both  pass  over  without  decomposition;  while  if  they  are 
distilled- with  caustic  soda,  the  indol  but  not  the  skatol  is  decomposed. 
The  watery  solution  of  indol  gives  with  fuming  nitric  acid  a  red  liquid,  and 
then  a  red  precipitate  of  nitroso-indol  nitrate  (Nencki  ').  It  is  better  first 
to  add  two  or  three  drops  of  nitric  acid,  and  then  a  3^  solution  of 
potassium  nitrite,  drop  by  drop  (Salkowski').  Skatol  does  not  give  this 
reaction.  An  alcoholic  solution  of  indol  treated  with  hydrochloric  acid 
colors  a  pine  chip  cherry-red.  Skatol  does  not  give  this  reaction.  Indol 
gives  a  deep  reddish-violet  color  with  sodium  nitroprusside  and  alkali 
(Legal's  reaction).  On  acidifying  with  hydrochloric  acid  or  acetic  acid 
the  color  becomes  true  blue.     Skatol  does  not  act  the  same.     The  alkaline 

'  Annal.  d.  Chem.  u.  Pharm.,  Bd.  140,  and  Supplbd.  7,  S.  56  ;  also  Ber.  d.  deutsch. 
chem.  Gesellsch.,  Bd.  1. 

»  Ber.  d.  deutsch.  chem.  Gesellsch,,  Bd.  8,  S.  737,  and  ibid.,  8.  723  and  1517. 

'  Ibid. 

*  Zeitschr.  f.  physiol.  Chem.,  Bd.  8,  8.  447. 
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solution  is  yellow  and  becomes  violet  on  acidifying  with  acetic  acid  and 
boiling.  Skatol  dissolves  in  concentrated  hydrochloric  acid  with  a  violet 
coloration.  On  warming  skatol  with  sulphuric  acid  a  beautiful  purple-red 
coloration  is  obtained  (CiAniciAW  and  Magnakini  '); 

For  the  detection  of  indol  and  skatol  in,  and  their  preparation  from, 
excrement  and  putrefying  mixtures,  the  main  points  of  the  usual  method 
are  as  follows :  The  mixture  is  distilled  after  acidifying  with  acetic  acid ; 
the  distillate  is  then  treated  with  alkali  (to  combine  with  any  phenol  which 
may  be  present)  and  again  distilled.  From  this  second  distillate  the  two 
bodies,  after  the  addition  of  hydrochloric  acid,  are  precipitated  by  picria 
acid.  The  picrate  precipitate  is  then  distilled  with  ammonia.  The  two 
bodies  are  obtained  from  the  distillate  by  repeated  shaking  with  ether  and 
evaporation  of  the  several  ethereal  extracts.  The  residue,  containing  indol 
and  skatol,  is  dissolved  in  a  very  small  quantity  of  absolute  alcohol  and 
treated  with  8-10  vols,  of  water.  Skatol  is  precipitated,  but  not  the  indol. 
The  further  treatment  necessary  for  their  separation  and  purification  will 
be  found  in  other  works. 

The  gases  which  are  produced  by  the  decpmposition  processes  a,re  mixed 
in  the  intestinal  tract  with  the  atmospheric  air  swallowed  with  the  saliva, 
and  as  the  gas  developed  in  the  decomposition  of  different  foods  varies,  so 
the  mixture  of  gases  after  various  foods  should  have  a  dissimilar  composi- 
tion. This  is  found  to  be  true.  Oxygen  is  found  only  in  very  faint  traces 
in  the  intestine;  this  may  be  accounted  for  in  part  by  the  formation  of 
reducing  substances  in  the  fermentation  processes  which  combine  with  the 
oxygen,  and  partly,  perhaps  chiefly,  to  a  diffusion  of  the  oxygen  through 
the  tissues  of  the  walls  of  the  intestine.  To  show  that  these  processes  take 
place  mainly  in  the  stomach  the  reader  is  referred  to  page  271,  on  the  com- 
position of  the  gases  of  the  stomach.  Nitrogen  is  habitually  found  in  the 
intestine,  and  it  is  probably  due  chiefly  to  the  swallowed  air.  The  carbon 
dioxide  originates  partly  from  the  contents  of  the  stomach,  partly  from  the 
patrefaction  of  the  proteids,  partly  from  the  lactic-acid  and  butyric-acid 
fermentation  of  carbohydrates,  and  partly  from  the  setting  free  of  carbon 
dioxide  from  the  alkali  carbonates  of  the  pancreatic  and  intestinal  juices  by 
their  neutralization  through  the  hydrochloric  acid  of  the  gastric  juice  and 
by  organic  acids  formed  in  the  fermentation.  Hydrogen  occurs  in  largest 
quantities  after  a  milk  diet,  and  in  smallest  quantities  after  a  purely  meat 
diet.  This  gas  seems  to  be  formed  chiefly  in  the  butyric-acid  fermentation 
of  carbohydrates,  although  it  may  occur  in  large  quantities  in  the  putrefac- 
tion of  proteids  under  certain  circumstances.  There  is  no  doubt  that  the 
methylmercaptan  and  sulphuretted  hydrogen  which  occurs  normally  in  the 
intestine  originates  from  the  proteids.  The  marsh-gas  undoubtedly  origi- 
nates in  the  putrefaction  of  proteids.     As  proof  of  this  Euge  '  fonn'd  26.45^ 

'  Ber.  d.  deutscb.  chem.  Gesellscb.,  Bd.  31,  S.  1928. 
»  Wien.  Sitzungsber.,  Bd.  44. 
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marsh-gas  in  the  human  intestine  after  a  meat  diet.  He  found  a  still 
greater  quantity  of  this  gas  after  a  vegetable  (leguminous)  diet  ;  this 
coincides  with  the  observation  that  marsh-gas  may  be  produced  by  a 
fermentation  of  carbohydrates,  but  especially  of  cellulose  (Tapeineii'). 
Such  an  origin  of  marsh-gas,  especially  in  herbivora,  is  to  be  expected.  A 
small  part  of  the  marsh-gas  and  carbon  dioxide  may  also  depend  on  the 
decomposition  of  lecithin  (Hasebeoek"). 

Putrefaction  in  the  intestine  not  only  depends  upon  the  composition  of 
the  food,  but  also  upon  the  albuminous  secretions  and  the  bile.  Among 
the  constituents  of  bile  which  are  changed  or  decomposed  we  have  not  only 
the  pigments — the  bilirubin  yields  urobilin  and  a  brown  pigment — but  also 
the  bile-acids,  especially  taurocholic  acid.  Glycocholic  acid  is  more  stable, 
and  a  part  is  found  unchanged  in  the  excrement  of  certain  animals,  while 
taurocholic  acid  is  so  completely  decomposed  that  it  is  entirely  absent  in 
the  fseces.  In  the  foetus,  in  whose  intestinal  tract  no  putrefaction  processes 
occur,  we  find,  on  the  contrary,  undecomposed  bile-acids  and  bile-pigments 
in  the  contents  of  the  intestine.  The  reduction  of  bilirubin  into  urobilin 
does  not,  according  to  Macfadten,  Nencki,  Siebee,  and  Haelbt,'  take 
place  in  man  in  the  small  but  in  the  large  intestine. 

That  the  secretions  rich  in  proteids  are  destroyed  in  putrefaction  in  the 
intestine  follows  from  the  fact  that  putrefaction  may  also  continue  during 
complete  fasting.  From  the  observations  of  Mullee*  on  Cetti  it  was 
found  that  the  elimination  of  indican  during  starvation  rapidly  decreased 
and  after  the  third  day  of  starvation  it  had  entirely  disappeared,  while  the 
phenol  elimination,  which  at  first  decreased  so  that  it  was  nearly  minimum, 
increased  again  from  the  fifth  day  of  starvation,  and  on  the  eighth  or  ninth 
day  it  was  three  to  seven  times  as  much  as  in  man  under  ordinary  circum- 
stances. In  dogs,  on  the  contrary,  the  elimination  of  indican  during 
starvation  is  considerable,  but  the  phenol  elimination  is  slight.  Among 
the  secretions  which  undergo  putrefaction  in  the  intestine,  the  pancreatic 
juice,  which  putrefies  most  readily,  takes  first  place. 

From  the  foregoing  facts  we  conclude  that  the  products  formed  by  the 
putrefaction  in  the  intestine  are  in  part  the  same  as  those  formed  in  diges- 
tion. The  putrefaction  may  be  of  benefit  to  the  organism  so  far  as  the 
formation  of  such  products  as  albumoses,  peptones,  and  perhaps  also  certain 
amido-acids  is  concerned.  The  question  has  indeed  been  asked  (Pasteur), 
is  digestion  possible  without  micro-organisms  ?  Nuttal  and  Thierfelder  ' 
have  shown  that  guinea-pigs  removed  from  the  uterus  of  the  mother  by 

'  Zeitsch.  f.  Biologie,  Bdd.  20  and  24. 

'  Zeitsclir.  f.  physiol.  Chem.,  Bd.  12. 

»Harley,  Brit.  Med.  Journ.,  1896. 

<  Berlin,  klin.  'Wochenschr.,  1887. 

'  Zeitschr.  f.  physiol.  Chem.,  Bdd.  31  and  23. 
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Caesarian  section  coald  with  sterile  air  digest  well  and  assimilate  sterile  food 
{milk  or  crackers)  in  the  complete  absence  of  bacteria  in  the  intestine,  and 
grew  perfectly  normal  and  increased  in  weight. 

The  bacterial  action  in  the  intestine  is  not  necessary  at  least  for  certain 
Tarieties  of  food.  That  they  may  be  of  importance  to  the  organism  has 
been  stated  above ;  bat  this  action  may,  by  the  formation  of  further  cleavage 
products,  be  a  loss  of  valuable  material  to  the  organism,  and  it  is  therefore 
important  that  putrefaction  in  the  intestine  is  kept  within  certain  limits. 
If  an  animal  is  killed  while  digestion  in  the  intestine  is  going  on,  the  con- 
tents of  the  small  intestine  give  out  a  peculiar  but  not  putrescent  odor. 
Also  the  odor  of  the  contents  of  the  large  intestine  is  far  less  offensive  than 
a  putrefying  pancreas  infusion  or  a  putrefying  mixture  rich  in  proteid. 
Prom  this  we  may  conclude  that  putrefaction  in  the  intestine  is  ordinarily 
not  nearly  as  intense  as  outside  of  the  organism. 

It  seems  thus  to  be  provided,  under  physiological  conditions,  that  putre- 
faction shall  not  proceed  too  far,  and  the  factors  which  here  come  under 
consideration  are  probably  of  different  kinds.  Absorption  is  undoubtedly 
one  of  the  most  important  of  them,  and  it  has  been  proved  by  actual  obser- 
vation that  the  putrefaction  increases,  as  a  rule,  as  the  absorption  is  checked 
and  fluid  masses  accumulate  in  the  intestine.  The  character  of  the  food 
also  has  an  unmistakable  influence,  and  it  seems  as  if  a  large  quantity  of 
carbohydrates  in  the  food  acts  against  putrefaction  (Hieschlee  ').  It  has 
been  shown  by  Pohl,  Bibenacki,  Eovighi,  Winteenitz,  and  Schmitz' 
that  milk  and  kephir  have  a  specially  strong  preventive  action  on  putrefac- 
tion. This  action,  according  to  Schmitz,  is  not  due  to  the  casein,  but 
chiefly  to  the  lactose  and  also  in  part  to  the  lactic  acid. 

A  specially  strong  preventive  action  on  putrefaction  has  been  ascribed 
for  a  long  time  to  the  bile.  This  anti-putrid  action  is  not  due  to  neutral 
or  faintly  alkaline  bile,  which  itself  easily  putrefies,  but  to  the  free  bile- 
acids,  especially  taurocholic  acid  (Malt  and  Emich,  Lindbeeger'). 
There  is  no  question  that  the  free  bile-acids  have  a  strong  preventive  action 
on  putrefaction  outside  of  the  organism,  and  it  is  therefore  difficult  to  deny 
such  an  action  in  the  intestine.  Notwithstanding  this  the  anti-putrid 
action  of  the  bile  in  the  intestine  is  contradicted  by  certain  investigators 
(VoiT,  EoHMANN,  HiESOHLBE  and  Tbebat').     Mossb  '  has  recently  given 

'  Zeitschr.  f.  physlol.  Chem.,  Bd.  10,  S.  306. 

^  Ibid.,  Bd.  17,  S.  401,  which,  gives  references  to  the  older  literature,  and  Bd.  19. 
See  also  Salkowski,  Ceutralbl.  f.  d.  med.  Wiss.,  1893,  8.  467,  and  Seelig,  Virchow's 
Arch.,  Bd.  146. 

'  Maly  and  Emich,  Monatshefte  f.  Chem.,  Bd.  4  ;  Lindberger,  1.  c. 

■•  Volt,  Beitr.  zur  Biologie,  Jubilaumschrift,  Stuttgart,  1883  ;  ROhmann,  Pflttger's 
Arch.,  Bd.  29  ;  Hivschlcr  and  Terray,  Maly's  Jahresber.,  Bd.  26. 

«  Zeitschr.  f.  klin.  Med.,  Bd.  36. 
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lurLlier  proof  as  to  the  inability  of  neutral  bile  in  preventing  patrefaction. 
Be  claims,  on  the  contrary,  that  it  has  a  temporal  retarding  action  on  the 
development  of  bacteria. 

Biliary  fistalae  have  been  established  so  as  to  study  the  importance  of  the 
bile  in  digestion  (Schwann,  Blondlot,  Bidder  and  Schmidt,"  and 
•others).  As  a  result  it  has  been  observed  that  with  fatty  foods  an  imperfect 
absorption  of  fat  regularly  takes  place,  and  the  excrements  contain,  there- 
fore, an  excess  of  fat  and  have  a  light-gray  or  pale  color.  The  extent  of 
deviation  from  the  normal  after  the  operation  is  essentially  dependent  npon 
the  character  of  the  food.  If  an  animal  is  fed  on  meat  and  fat,  then  the 
■quantity  of  food  must  be  considerably  increased  after  the  operation,  other- 
wise the  animal  will  become  very  thin,  and  indeed  die  with  symptoms  •of 
starvation.  In  these  cases  the  -excrements  have  the  odor  of  carrion,  and 
this  was  considered  a  proof  of  the  action  of  the  bile  in  checking  putrefac- 
tion. The  emaciation  and  the  increased  want  of  food  depend,  naturally, 
upon  the  imperfect  absorption  of  the  fats,  whose  high  calorific  value  is 
reduced  and  must  be  replaced  by  the  taking  up  of  larger  quantities  of  other 
nutritive  bodies.  If  the  quantity  of  proteids  and  fats  be  increased,  then 
■this  last,  which  can  be  only  very  incompletely  absorbed,  accnmulates  in  the 
intestine.  This  accumulation  of  the  fats  in  the  intestine  only  renders  the 
action  of  the  digestive  juices  on  proteids  more  difficult,  and  these  last 
increase  the  amount  of  putrefaction.  This  explains  the  appearance  of  fetid 
faeces,  whose  pale  color  is  not  due  to  a  lack  of  bile-pigments,  but  to  a 
surplus  of  fat  (Eohmann,  Voit).  If  the  animal  is,  on  the  contrary,  fed 
on  meat  and  carbohydrates,  it  may  remain  quite  normal,  and  the  leading 
ofi  of  the  bile  does  not  cause  any  increased  putrefaction.  The  carbo- 
hydrates may  be  uninterruptedly  absorbed  in  such  large  quantities  that  they 
replace  the  fat  of  the  food,  and  this  is  the  reason  why  the  animal  on  such  a 
diet  does  not  become  emaciated.  As  with  this  diet  the  putrefaction  in  the 
intestine  is  no  greater  than  under  normal  conditions  even  though  the  bile  is 
absent,  it  would  seem  that  the  bile  in  the  intestine  exercises  no  preventive 
action  on  putrefaction. 

The  researches  of  Landaueb  '  on  the  influence  of  the  bile  on  metabolism 
have  substantiated  the  earlier  observations  that  fats  are  as  poorly  absorbed 
in  dogs  with  biliary  fistula  and  the  carbohydrates  as  in  normal  animals. 
With  food  consisting  of  medium  amounts  of  proteids,  larger  amounts 
•*  of  carbohydrates,  and  only  very  little  fat  the  deposition  of  proteid  took 
place  as  in  normal  animals.  On  feeding  with  sufficient  proteid  and  little 
iat  nitrogenous  equilibrium  occurred  also  in  a  fistula  dog,  but  first  with 

'  Schwann,  MUller's  Arch.  f.  Anat.  u.  Physiol.,  1844  ;  Blondlot,  cited  from  Bidder 
and  Schmidt,  Verdauungsfafte,  elc,  S   98. 

'  Math.  u.  naturw.  Bericht  aus  TJugaru,  Bd.  15. 


300  DIGESTION. 

a  bodily  weight  less  than  in  a  normal  animal.  On  feeding  with  medium 
quantities  of  proteid  and  more  fat,  with  which  a  deposition  of  proteid  took 
place  in  a  normal  animal,  a  loss  of  proteid  was  observed  in  a  fistula  dog. 

To  this  conclusion  the  objection  may  be  made  that  the  carbohydrates, 
which  are  cSipable  of  checking  putrefaction,  can,  so  to  speak,  undertake 
the  anti-putrid  action  of  the  bile.  Bat  as  we  also  have  cases  (in  dogs 
with  biliary  fistula)  where  the  intestinal  putrefaction  is  not  increased  with 
exclusive  meat  diet,'  still  itis  maintained  that  the  absence  of  bile  in  the 
intestine,  even  by  exclusive  carboyhdrate  food,  does  not  always  cause  an 
increased  putrefaction. 

Although  the  question  how  the  putrefactive  processes  in  the  intestine 
under  physiological  conditions  are  kept  within  certain  limits  cannot  be 
answered  positively,  still  it  may  be  asserted  that  the  acid  reaction  of  the 
upper  parts  of  the  intestine,  and  the  absorption  of  water  in  the  lower  parts, 
are  important  factors. 

That  the  acid  reaction  in  the  intestine  has  a  preventive  influence  on  th& 
putrefactive  processes  follows  from  the  existing  relation  between  the  degree 
of  acidity  of  the  gastric  juice  and  the  putrefaction  in  the  intestine.  After 
the  investigations  and  observations  of  Kast,  Stadelmann,  Wasbdtzki, 
BiEENACKi,  and  Mbstbe  had  proved  that  an  increased  putrefaction  in  the 
intestine  occurred  when  the  quantity  of  hydrochloric  acid  in  the  gastric 
juice  was  diminished  or  deficient,  Schmitz  ''  has  lately  shown  in  man  that 
on  the  administration  of  hydrochloric  acid,  producing  a  hyperacidity  of  the 
gastric  juice,  the  putrefaction  in  the  intestine  may  be  checked.  The  ques- 
tion as  to  how  the  putrefaction  is  regulated  in  animals  where  the  intestinal 
contents  is  alkaline  all  along  the  intestine  (Moore  aud  Eockwood  °)  remains 
unsettled. 

Excrements.  It  is  evident  that  the  residue  which  remains  after  com- 
pleted digestion  and  absorption  in  the  intestine  must  be  different,  both 
qualitatively  and  quantitatively,  according  to  the  variety  and  quantity  of 
the  food.  In  man  the  quantity  of  excrement  from  a  mixed  diet  is  120-150 
grms.,  with  30-37  grms.  solids,  per  34  hours,  while  the  quantity  from  a 
vegetable  diet,  according  to  Voit,'  was  333  grms.,  with  75  grms.  solids. 
With  a  strictly  meat  diet  the  excrements  are  scanty,  pitch-like,  and  colored 
nearly  black.  The  scanty  excrements  in  starvation  have  a  similar  appear- 
ance. A  large  quantity  of  coarse  bread  yields  a  great  amount  of  light- 
colored  excrement.  If  there  is  a  large  proportion  of  fat,  it  takes  a  lighter,  . 
clayey  appearance.  The  decomposition  products  of  the  bile-pigments  seem, 
to  play  only  a  small  part  in  the  normal  color  of  the  faeces. 

'  See  Harley  aud  Terray. 

'  Zeitsohr.  f.  physiol.  Chem.,  Bd.  19,  S.  401,  whicli  includes  all  the  pertinent  literature, 

»  Jouiu.  of  Physiol.,  Vol.  31. 

«  Zeitschr.  f .  Biologle,  Bd.  35,  S.  364. 
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The  constituents  of  the  fseces  are  of  difEerent  kinds.  We  find  in  the 
excrements  digestible  or  absorbable  constitaents  of  the  food,  sach  as  muscle- 
fibres,  connective  tissues,  lumps  of  casein,  grains  of  starch,  and  fat  which 
have  not  had  sufficient  time  to  he  completely  digested  or  absorbed  in  the 
intestinal  tract.  In  addition  the  excrements  contain  indigestible  bodies, 
such  as  remains  of  plants,  keratin  substances,  nnclein,  and  others;  also 
form-elements  originating  from  the  mucous  coat  and  the  glands;  constit- 
uents of  the  different  secretions,  such  as  mucin,  cholalic  acid,  dyslysin,  and 
cholesterin  (koprosterin  or  stercorin) ;  mineral  bodies  of  the  food  and  the 
secretions;  and,  lastly,  products  of  putrefaction  or  of  the  digestion,  such  as 
ekatol,  indol,  volatile  fatty  acids,  lime,  and  magnesia  soaps.  Occasionally, 
also,  parasites  of  different  kinds  occur;  and  lastly,  the  excrements  contain 
micro-organisms  of  various  kinds. 

That  the  mucous  membrane  of  the  intestine  by  its  secretion  and  by 
the  abundant  quantity  of  detached  epithelium  contributes  essentially  to 
tlie  formation  of  excrement  follows  from  the  discovery  first  made  by 
L.  Hermank  and  substantiated  by  others '  that  a  clean,  isolated  loop  of 
intestine  collects  material  similar  to  faeces.  Human  fseces  seems  to  consist 
in  greatest  part  of  intestinal  secretion  and  only  in  a  smaller  part  of  residue 
from  food.  Many  foods  produce  a  large  quantity  of  faeces  chiefly  by  causing 
an  abundant  secretion." 

The  reaction  of  the  excrements  is  very  variable,  but  alkaline  in  man.  It 
is  often  acid  in  the  inner  part,  while  the  outer  layers  in  contact  with  the 
mucous  coat  have  an  alkaline  reaction.  In  nursing  infants  it  is  habitually 
acid  (Wegscheidee  ') .  The  odor  is  perhaps  chiefly  due  to  skatol,  which 
"was  first  found  in  the  excrements  by  Beieger,  and  so  named  by  him. 
Indol  and  other  substances  also  take  part  in  the  production  of  odor.  The 
color  is  ordinarily  light  or  dark  brown,  and  depends  above  all  upon  the 
nature  of  the  food.  Medicinal  bodies  may  give  the  fseces  an  abnormal  color.  ■ 
The  excrements  are  colored  black  by  iron  and  bismuth,  yellow  by  rhubarb, 
and  green  by  calomel.  This  last-mentioned  color  was  formerly  accounted 
for  by  the  formation  of  a  little  mercury  sulphide,  but  now  it  is  said  that 
calomel  checks  the  pntrefaction  and  the  decomposition  of  the  bile-pigments, 
so  that  a  part  of  the  bile-pigments  passes  into  the  faeces  as  biliverdin. 
According  to  Lesagb  '  a  green  color  of  the  excrements  in  children  is  caused 
partly  by  biliverdin  and  partly  by  a  pigment  produced  from  a  bacillus. 

'  Hermann,  Pflilger's  Arch.,  Bd.  46.  See  also  Elirentbal,  ibid.,  Bd.  48  :  Berenstein, 
iMd.,  Bd.  53  ;  KlecUi,  Centralbl.  f.  Physiol.,  Bd.  7,  S.  736,  and  F.  Voit,  Zeitschr.  f. 
Biologie,  Bd.  29;  v.  Moiaczewski,  Zeilschr.  f.  pliysiol.  Chera.,  Bd.  25. 

'  In  regard  to  the  constitution  of  faeces  with  various  foods  see  Hammer],  Kermauner, 
Moeller,  and  Pransnitz,  Zeitschr.  f.  Biologie,  Bd.  35. 

8  See  Mnly's  Jahresber.,  Bd.  6,  S.  182. 

'■lbid.,'BA.  18,  S.  336. 
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In  the  yolk-yellow  or  greenish-yellow  excrements  of  nursing  infants  we  can 
detect  bilirubin.  Neither  bilirubin  nor  biliverdin  seems  to  exist  in  the 
excrements  of  mature  persons  under  normal  conditions.  On  the  contrary, 
we  find  STBRCOBiLiN  (Masius  and  Vaitlaik),  which,  is  identical  with. 
urobilin  (Jaffe  ').  Bilirubiamay  occur  in  pathological  cases  in  the  feeces  of 
mature  persons.  It  has  been  observed  in  a  crystallized  state  (as  hsema- 
;toidin)  in  the  fseces  of  children  as  well  as  of  grown  persons  (Uffelmanst, 
V.  Jaksch"). 

The  absence  of  bile  (acholic  faeces)  causes  the  excrements  to  have,  as 
above  stated,  a  gray  color,  due  to  large  quantities  of  fat;  this  may,  however, 
be  partly  attributed  to  the  absence  of  bile-pigments.  In  these  cases  a  large 
quantity  of  crystals  has  been  observed  (Gerhaedt,  y.  Jaksoh)  which  con- 
sist chiefly  of  magnesia  soaps  (Obsterlek)  or  sodium  soaps  (STADELMANi>r '). 
Hemorrhage  in  the  upper  parts  of  the  digestive  tract  yields,  when  it  is  not 
very  abundant,  a  dark-brown  excrement,  due  to  hsematin. 

ExcnETiN,  so  named  by  Makcet,''  is  a  ciyslalline  body  occurring  in  human  excre- 
ment, but  which,  according  to  Hoppb-Sbyi.,bk,  is  perhaps  only  impure  cholesterin 
(koprosterin  or  stercorin  ?).  ExcSETOliic  acid  is  the  name  given  by  Marcbt  to  an  oily 
body  with  an  excremeutitious  odor. 

In  consideration  of  the  very  variable  composition  of  excrements  their 
quantitative  analyses  are  of  little  value  and  therefore  will  be  omitted. 

Meconium  is  a  dark  brownish-green,  pitchy,  mostly  acid  mass  without 
any  strong  odor.  It  contains  greenish-colored  epithelium  cells,  cell-detritus, 
numerous  fat-globules,  and  cholesterin  platps.  The  amount  of  water  and 
solids  is  respectively  720-800  and  280-300  p.  m.  Among  the  solids  we  find 
mucin,  bile-pigments  and  bile-acids,  cholesterin,  fat,  soaps,  calcium  and 
magnesium  phosphates.  Sugar  and  lactic  acid,  albuminous  bodies  (?)  and 
peptones,  also  leucin  and  tyrosin  and  the  other  products  of  putrefaction 
occurring  in  the  intestine,  are  absent.  Meconium  may  contain  undecom- 
posed  taurocholic  acid,  bilirubin  and  biliverdin,  but  it  does  not  contain  any 
stercobilin,  which  is  considered  as  proof  of  the  non-existence  of  putrefactiv& 
processes  in  the  digestive  tract  of  the  foetus. 

In  medico-legal  cases  it  is  sometimes  necessary  to  decide  whether  spots- 
on  linen  or  other  substances  are  caused  by  meconium.  In  such  cases  we 
have  the  following  conditions:  The  spot  caused  by  meconium  has  a  brown- 
ish-green color  and  can  be  easily  separated  from  the  material  because,  on 
account  of  the  ropy  property  of  the  meconium,  it  is  difficult  to  wet  through. 
When  moistened  with  water  it  does  not  develop  any  special  odor,  but  on 
warming  with  dilute  sulphuric  acid  it  has  a  somewhat  fetid  odor.     It  forms 

'  See  Chapter  VIII.,  on  the  bile,  and  Chapter  XV.  on  urobilin. 

'  UfiEelmann,  Deutsch.  Arch.  f.  klin.  Med.,  Bd.  28  ;  v.  Jaksch,  Klinische  Diagnostik» 
4.  Aufl.,  S   273. 

'  In  regard  to  fat  crystals  in  the  feces  see  v.  Jaksch,  1.  c,  p.  274 
♦  Annal.  de  chim.  et  de  phys.,  Tome  59 
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■with  water  a  slimy,  greenish-yellow  liquid  containing  brown  flakes.  Trie 
solution  gives  with  an  excess  of  acetic  acid  an  insoluble  precipitate  of  mucin  j 
on  boiling  it  does  not  coagulate.  The  filtered,  watery  extract  gives 
Gmelin's,  but  still  better  Huppeet's,  reaction  for  bile-pigments.  The 
liquid  precipitated  by  an  excess  of  milk  of  lime  gives  a  nearly  colorless 
filtrate,  which  after  concentration  gives  Pettenkofee's  reaction. 

The  contents  of  the  intestine  under  abnormal  conditions  are  perhaps  less  the  subject  of 
chemical  analysis  than  of  ao  inspection  and  microscopical  investigation  or  hacteriological 
examination.  On  this  account  the  question  as  to  the  properties  of  the  contents  of  the 
intestine  in  different  diseases  cannot  be  thoroughly  treated  here. 

Appeudix. 

Intestinal  Concrements. 

Calculi  occur  very  seldom  in  human  intestine  or  in  the  intestine  of 
carnivora,  but  they  are  quite  common  in  herbivora.  Foreign  bodies  or 
undigested  residues  of  food  may,  when  for  some  reason  or  other  they  are 
retained  in  the  intestine  for  some  time,  become  incrusted  with  salts, 
especially  ammonium-magnesium  phosphate  or  magnesium  phosphate,  and 
these  salts  form  usually  the  chief  constituent  of  the  concrements.  In  man 
they  are  sometimes  oval  or  round,  yellow,  yellowish  gray,  or  brownish  gray, 
of  variable  size,  consisting  of  concentric  layers  and  containing  chiefly 
ammonium-magnesium  phosphate,  calcium  phosphate,  besides  a  small  quan- 
tity of  fat  or  pigment.  The  nucleus  ordinarily  consists  of  some  foreign 
body,  such  as  the  stone  of  a  fruit,  a  fragment  of  bone,  or  something  similar. 
In  those  countries  where  bread  made  from  oat-bran  is  an  important  food, 
we  often  find  in  the  large  intestine  balls  similar  to  the  so-called  hair-balls- 
(see  below).  Such  calculi  contain  calcium  and  magnesium  phosphate 
(about  70^),  oat-bran  (15-18^),  soaps  and  fat  (about  10$^).  Concretions, 
which  contain  very  much  (about  74^)  fat  seldom  occur,  and  those  consist- 
ing of  fibrin  clots,  sinews,  or  pieces  of  meat  incrusted  with  phosphates  are 
also  rare. 

Intestinal  calculi  often  occur  in  animals,  especially  in  horses  fed  on 
bran.  These  calculi,  which  attain  a  very  large  size,  are  hard  and  heavy  (as 
mach  as  8  kilos)  and  consist  in  great  part  of  concentric  layers  of  ammonium- 
magnesium  phosphate.  Another  variety  of  concrements  which  occurs  in 
horses  and  cattle  consists  of  gray-colored,  often  very  large,  but  relatively 
light  stones  which  contain  plant  residues  and  earthy  phosphates.  Stones 
of  a  third  variety  are  sometimes  cylindrical,  sometimes  spherical,  smooth, 
shining,  brownish  on  the  surface,  consisting  of  matted  hairs  and  plant- 
fibres,  and  termed  hair-balls.  The  so-called  "  .sgageopila,"  which 
probably  originate  from  the  antilopus  eupicapea,  belong  to  this  group, 
and  are  generally  considered  as  nothing  else  than  the  hair-balls  of  cattle. 

The  so-called  oriental  lezoar-stone  belongs  also  to  the  intestinal  concre- 
ments,  and  probably  originates  from  the   intestinal  tract  of  the  capea. 
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JEGAGKUS  and.  antilope  dobcas.  We  may  have  two  varieties  of  bezoar- 
stones.  One  is  olive-green,  faintly  shining,  formed  of  concentric  layers. 
On  heating  it  melts  with  the  development  of  an  aromatic  odor.  It  contains 
as  chief  constituent  lithofellic  acid,  C,„H„0„  which  is  related  to  cholalic 
acid,  and  besides  this  a  bile-acid,  lithobilic  acid.  The  others  are  nearly 
blackish  brown  or  dark  green,  very  glossy,  consisting  of  concentric  layers, 
and  do  not  melt  on  heating.  They  contain  as  chief  constituent  ellagic 
ACID,  a  derivative  of  tannic  acid,  of  the  formula  C„H,0, ,  which  gives  a 
deep  blue  color  with  an  alcoholic  solution  of  ferric  chloride.  This  last- 
mentioned  bezoar-stone  originates,  to  all  appearances,  from  the  food  of  the 
animal. 

Ambergris  is  generally  considered  an  intestinal  concrement  of  the  sperm-whale.  Its 
chief  constituent  is  ambrain,  which  is  a  non-nitrogenous  substiince  perliaps  related  to 
cholesterin.  Ambrain  is  insoluble  in  water  and  is  not  changed  by  boiling  alkalies.  It 
dissolves  in  alcohol,  ether,  and  oils. 


VI.  Absorption. 

The  problem  of  digestion  consists  in  parb  in  separating  the  valuable  con- 
stituents of  the  food  from  the  useless  ones  and  dissolving  or  transforming 
them  into  forms  which  are  necessary  in  the  processes  of  absorption.  In 
discussing  the  absorption  processes  we  must  treat  of  the  form  into  which 
the  different  foods  are  transformed  before  absorption,  of  the  manner  in 
which  this  is  accomplished,  and,  lastly,  of  the  forces  which  act  in  these 
processes. 

Proteids  may  not  only  be  absorbed  from  the  intestine  as  albumoses  and 
peptone,  but  also,  as  shown  by  the  earlier  investigations  of  Beucke,  Baubk 
and  VoiT,  Biohhokst,  Czeent  and  Latsohenbergee,  and  recently  by 
YoiT  and  Feiedlandee,'  as  non-peptonized  proteid.  In  the  researches 
of  the  last  two-mentioned  investigators  neither  casein  (as  milk)  nor  hydro- 
chloric acid  myosin  nor  acid  albuminate  (in  acid  solution)  was  absorbed, 
while,  on  the  contrary,  about  %1%  of  ovalbumin  or  seralbumin  and  69$^  of 
alkali  albuminate  (dissolved  in  alkali)  were  absorbed.  Under  such  condi- 
tions the  question  arises,  to  what  extent  are  the  proteids  absorbed  as  pep- 
tone or  albumoses  or  in  other  forms  ? 

This  question  cannot  be  decisively  answered,  as  the  observations  on  this 
subject  are  contradictory.  In  investigating  the  stomachs  and  intestine  of 
dogs  ScHMiDT-MuLHEiM  found  that  the  quantity  of  peptone  (albumoses) 
in  the  intestiaal  tract  was  considerably  greater  than  the  simply  dissolved 
proteid.     Other  experimenters,  such   as  Ellei^bbegee  and  Hoemeistbr 

'  Brilcke,  Wien.  Sitzungsber.^  Bd.  59  ;  Bauer  and  Voit,  Zeitschr.  f .  Biologic,  Bd.  5  ; 
Eichhorst,  Pfliiger's  Arch.,  Bd.  4;  Czerny  and  Latschenberger,  Virchow's  Arch. 
Bd.  59  ;  Voit  and  Friedlander,  Zeitschr.  f.  Biologie,  Bd.  33. 
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(experiments  on  pigs),  Ewald  and  Gumlich'  (observations  on  man) 
found,  on  the  contrary,  only  very  insignificant  quantities  of  albumoses  and 
peptones  in  the  intestine  or  stomach.  If  the  albnmoses  and  peptones  are 
more  readily  absorbed  than  the  other  profceids  and  the  absorption  and  diges- 
tion  in  the  stomach  run  parallel  (Schmidt-Mijlheim),  then  it  is  diflScult  to 
draw  any  positive  conclusion  from  the  small  quantity  of  albumoses  found. 

In  what  way  are  the  albumoses  and  peptones  absorbed,  and  how  are  they 
coQveyed  to  the  tisues  ?  The  generally  accepted  view  is  that  they  do  not 
pass  into  the  blood  through  the  lymphatics,  but  through  the  intestinal 
epithelium,  and  this  view  is  based  essentially  on  the  two  following  conditions. 
On  completely  isolating  the  chyle  from  the  blood  circulation,  the  proteid 
absorption  from  the  intestine  is  not  impaired  (Ltjdwig  and  Schmidt- 
MttLHEiM) ;  and  on  a  diet  rich  in  proteid  the  quantity  thereof  in  the  chyle 
(in  man)  was  not  noticeably  increased  (Munk  and  Eosenstein).  Aschee 
and  Baebbea"  have  recently,  it  is  true,  shown  in  experiments  on  a  dog 
that  the  quantity  of  proteid  in  the  lymph  was  a  little  increased  after  par- 
taking of  abundance  of  proteid.  This  experiment  does  not  disprove  the 
assertion  of  Munk  that  the  bood- vessels  form  nearly  the  exclusive  exit  of  the 
proteids  from  the  intestinal  tract. 

After  a  diet  rich  in  proteids  neither  albumoses  nor  peptone  are  found 
in  the  blood  or  the  chyle.  Nor  are  they  present  in  the  urine  ;  and  the 
absence  of  these  bodies  in  the  blood  after  digestion  cannot  be  explained  by 
the  statement  that  they,  like  the  peptone  (albumoses)  injected  subcutane- 
ously  or  directly  into  the  blood,  are  quickly  eliminated  through  the  kidneys 
(Plosz  and  Gyeegtai,  Hofmeistee,  Schmidt-Mulheim  ').  It  might  be 
supposed  that  the  peptone  (albumoses)  formed  in  digestion  are  retained  by 
the  liver,  and  that  this  is  the  reason  why  they  are  not  found  in  the  blood. 
Neumeistee  has  investigated  the  portal  blood  of  rabbits  in  whose  stomachs 
large  quantities  of  albnmoses  and  peptone  had  been  introduced,  without 
finding  traces  of  the  body  in  question.  He  has  also  shown  that  when  we 
supply  the  liver  of  a  dog  with  the  portal-blood  peptone  (ampho-peptone), 
this  is  not  retained  by  the  liver.  Shoes  has  arrived  at  similar  results  in 
regard  to  the  importance  of  the  liver,  and  has  also  shown  that  the  spleen 
cannot  transform  peptone.  Peptone  seems  to  pass  neither  into  the  blood 
nor  the  chylous  vessels,  and  the  following  observation  of  Ludwig  and 


'  Schmidt-Mttlheim,  Du  Bois-Reymond's  Arcli.,  1879  ;  EUenberger  and  Hofmeister, 
Md.,  1890  ;  Ewald  and  Gumlich,  Berlia.  klin.  Wocbenschr.,  1890. 

'  Schmidt-MUlhelm,  Du  Bois-Reymond's  Arch.,  1877;  Munk  and  Rosenstein,  Vir- 
chow's  Arch.,  Bd.  183;  Ascher  aud  Barbera,  Centialbl.  f.  Physiol.,  Bd.  11,  S.  403; 
Munk,  ibid.,  Bd.  11,  S.  585. 

8  Plosz  and  Gyergyai,  Pflilgei's  Arch.,  Bd.  10  ;•  Hofmeister,  Zeltschr.  f.  physiol. 
Ohem.,  Bd.  5  ;  Schmidt-Mulheim,  Du  Bois-Reymond's  Arch.,  1880. 


30(5  DIGESTION. 

Salvioli"  bears  out  this  assumption.  These  investigators  introduced  a 
peptone  solution  into  a  double-ligatured,  isolated  piece  of  the  small  intes- 
tine, which  was  kept  ali^e  by  passing  defibrinated  blood  through  it,  and 
observed  that  the  peptone  disappeared  from  the  intestine,  but  that  the 
blood  passing  through  did  not  contain  any  peptone. 

All  observations  indicate  that  the  albumoses  and  peptone  are  trans- 
formed in  some  way  in  the  intestine  or  intestinal  wall;  and  as  the  albumoses 
can  replace  other  proteids  in  the  food  (see  Chapter  XVIII),  we  must  admit 
of  a  transformation  of  this  into  ordinary  proteid  in  the  intestine  or  in  the 
intestinal  wall. 

Certain  investigators,  such  as  v.  Ott,  NADiifB  Popobf,  and  Julia 
Brin'CK,''  are  of  the  opinion  that  the  albumoses  and  peptone  of  gastric 
digestion  are  transformed  into  seralbumin  before  they  pass  into  the  walls  of 
the  digestive  tract.  This  transformation  is  brought  about  by  means  of  the 
epithelium  cells,  as  also  by  the  living  activity  of  a  fungus  called  by  Julia 
Bkinck  micrococcus  restituens.  No  positive  proofs  have  been  presented  to 
support  this  view. 

The  view  that  the  transformation  of  the  albumoses  and  peptone  takes 
place  after  they  have  been  taken  up  by  the  mucous  membrane  has  better 
foundation.  The  observations  of  Hofmeistbe,"  according  to  whom  the 
walls  of  the  stomach  and  the  intestine  are  the  only  parts  of  the  body  in 
which  peptone  (albumoses)  occur  constantly  during  digestion,  and  als© 
that  peptone  (at  the  temperature  of  the  body)  after  a  time  disappeared  from 
the  excised  but  apparently  still  living  mucous  coat  of  the  stomach,  confirm 
this. 

According  •  to  Hofmeistee  the  leucocytes  of  the  adenoid  tissue,  which 
are  increased  during  digestion,  play  an  important  part.  They  may  take  up 
the  peptone  (albumoses)  and  be  the  means  of  transporting  them  to  the 
blood,  and  secondly  by  their  growth,  regeneration,  and  increase  may  stand- 
in  close  relationsliip  to  the  transformation  and  assimilation  of  the  peptones. 
Heidekhaik,  who  considers  that  the  transformation  of  peptone  into 
proteid  in  the  mucous  membrane  is  positively  settled,  does  not  attribute  so 
great  an  importance  to  these  last  in  the  absorption  of  the  peptones  as 
HoFMEiSTEE,  chiefly  on  the  ground  of  comparative  estimation  of  the  quan- 
tity of  absorbed  peptones  and  leucocytes.     He  considers  it  most  probable 


'  Neumeister,  Sitzungsber.  d.  pbys.-med.  Gesellsch.  zu  "Wilrzburg,  1889,  and  Zeitschr 
f.  Biologie,  Bd.  24  ;  Sbore,  Journ.  of  Physiol.,  Vol.  11  ;  Salvioli,  Du  Bois-Eeymond'a 
Arcb.,  1880,  Suppl. 

« V.  Ott,  Du  Bois-Eeymond's  Arch.,  1883 ;  PopofE,  Zeitschr.  f.  Biologie,  Bd.  25 ;. 
Brinck,  ibid.,  S.  453. 

»  Zeitschr.  f.  physiol.  Chem.,  Bd.  6,  and  Arch.  f.  exp.  Path.  u.  Pbarm.,  Bdd.  19,  20, 
and  33, 
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that  the  reconversion  of  the  peptones  into  proteid  takes  place  in  the 
epithelium  layers.  This  view  is  further  corroborated  by  the  investigations 
of  Shore.  ' 

The  extent  of  the  proteid  absorption  is  dependent  essentially  upon  the 
kind  of  food  introduced,  since  as  a  rule  the  proteia  substances  from  an 
animal  source  are  much  more  completely  absorbed  than  from  a  vegetable 
source.  As  proof  of  this  we  give  the  following  observations:  In  his  experi- 
ments on  the  utilization  of  certain  foods  in  the  intestinal  canal  of  man 
EuBNEE  found  that  with  an  altogether  animal  diet,  on  partaking  of  an 
average  of  738-884  grms.  fried  meat  or  948  grms.  eggs  per  day,  the  nitrogen 
deficit  with  the  excremenb  was  only  2.5-3.8^  of  the  total  introduced 
nitrogen.  With  a  strictly  milk  diet  the  results  were  somewhat  unfavorable, 
since  after  partaking  of  4100  grms.  milk  the  nitrogen  deficit  increased  to 
12j^.  The  conditions  are  quite  different  with  vegetable  food,  as  shown  by 
the  experiments  of  Meter,  RuBisrER,  HTTLTGREiir  and  Landeegeen,  who 
made  experiments  with  various  kinds  of  rye  bread  and  found  that  the  loss 
of  nitrogen  through  the  feeces  amounted  to  22-48j^.  Experiments  with 
other  vegetable  foods,  and  also  the  investigations  of  Schuster,  Cramer, 
Meineet,  Mori,"  and  others  on  the  utilization  of  foods  with  mixed  diets, 
have  led  to  similar  results.  With  the  exception  of  rice,  wheat  bread,  and 
certain  very  finely  divided  vegetable  foods,  it  is  found  in  general  that  the 
nitrogen  deficit  by  the  faeces  increases  with  a  larger  quantity  of  vegetable 
material  in  the  food. 

The  reason  for  this  is  manifold.  The  large  quantity  of  cellulose  frequently 
present  in  vegetable  foods  impedes  the  absorption  of  proteids.  The  greater 
irritation  produced  by  the  vegetable  food  itself  or  by  the  organic  acids 
formed  in  the  fermentation  in  the  intestinal  canal  causes  a  more  violent 
peristalsis  which  drives  the  contents  of  the  intestine  faster  than  otherwise 
along  the  intestinal  canal.  Another  and  most  important  reason  is  the  fact 
that  a  part  of  the  vegetable  protein  substances  seems  to  be  indigestible. 

In  speaking  of  the  functions  of  the  stomach  we  stated  that  after  the 
removal  or  excision  of  this  organ  an  abundant  digestion  and  absorption  of 
proteids  may  take  place.  It  is  therefore  of  interest  to  learn  how  the  diges- 
tion and  absorption  of  proteids  go  on  after  the  extirpation  of  the  second 
proteid-digesting  organ,  the  pancreas.  In  this  connection  we  have  the 
observations  on  animals  after  complete  or  partial  extirpation  of  the  gland 
by  Minkowski  and  Abelmann,  Sandmbter,  v.  Haeley,  after  destroying 

'  Heidenhain,  Pflilger's  Arch.,  Bd.  43;  Shore,  1.  c. 

'  Rubner,  Zeitschr.  f.  Biologie,  Bd.  15  ;  Meyer,  ibid.,  Bd.  7;  Hultgren  and  Landergren, 
Nord.  med.  Arch.,  Bd.  21:  Schuster,  in  Voit's  "  Untersuch.  d.  Kost,"  etc.,  S.  142;. 
Cramer,  Zeitschr.  f.  physiol.  Chera.,  Bd.  6;  Meinert,  "Ueber  JVIassennahrung,"  BerliD^ 
1885  ;  Kellner  and  Mori,  Zeitschr.  f.  Biologie,  Bd.  25. 
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the  gland  by  EosEisrBERG,  and  also  in  man  after  closing  the  pancreatic  duct 
by  Haelbt,  Dbuchee."  In  all  these  different  cases  such  discrepant  figares 
have  been  obtained  for  the  atilizatioa  of  theproteids — between  80^,  after  the 
apparently  complete  exclasion  of  pancreatic  jnice  in  man  (DEuqHER),  and 
18^  after  extirpation  of  the  gland  in  dogs  (Haelet) — that  we  can  hardly 
d  raw  any  clear  conception  as  to  the  extent  and  importance  of  the  trypsin 
digestion  in  the  intestine. 

The  carbohydrates  are,  it  seems,  chiefly  absorbed  as  monosaccharides. 
Glucose,  Jsevulose,  and  galactose  are  probably  absorbed  as  such.  The  two 
disaccharides,  cane-sugar  and  maltose,  ordinarily  undergo  an  inversion  in 
the  intestinal  tract  and  are  converted  into  glucose  and  Isevulose.  Lactose 
is  also,  at  least  in  certain  anirrials,  inverted  ia  the  intestine.  Lactose, 
according  to  VoiT  and  LusK,''  is  not  inverted  in  rabbits,  and  is  mainly 
absorbed  as  such  in  these  animals,  a  part  undergoing  lactic-acid  fermenta- 
tion. An  absorption  of  non-inverted  carbohydrates  is  not  improbable,  and 
according  to  Otto  and  v.  MERiifG'  the  portal  blood  contains  besides 
dextrose  a  dextrin-like  carbohydrate  after  a  carbohydrate  diet.  A  part  of 
the  carbohydrates  is  destroyed  by  fermentation  in  the  intestine,  with  the 
formation  of  lactic  and  acetic  acids. 

The  different  varieties  of  sugars  are  absorbed  with  varying  degrees  of 
rapidity,  but  as  a  general  thing  absorption  occurs  very  quickly.  With 
experiments  on  dogs  Albeetoni*  found  on  introducing  100  grms.  of  the 
sugar  that  during  the  first  hour  there  were  absorbed  60  grms,  dextrose, 
70-80  grms.  maltose  and  cane-sugar,  and  only  30-40  grms.  lactose.  He' 
finds  that  lactose  is  relatively  more  readily  absorbed  from  dilute  solutions 
than  from  concentrated  ones. 

On  the  introduction  of  starch  even  in  very  considerable  quantities  into 
the  intestinal  tract  no  dextrose  passes  into  the  urine,  which  probably 
depends  in  this  case  upon  the  absorption  and  assimilation  and  the  slow 
saccharification  taking  place  simultaneously.  If,  on  the  contrary,  large 
quantities  of  sugar  are  introduced  at  one  time,  then  an  elimination  of  sugar 
iby  the  urine  takes  place,  and  this  elimination  of  sugar  is  called  alimentary 
'glycosuria.  In  these  cases  the  asimilation  of  the  sugar  and  the  absorp- 
tion do  not  obcur  at  the  same  time,  hence  the  liver  and  the  remaining 
organs  do  not  have  the  necessary  time  to  fix  and  utilize  the  sugar.  This 
glycosuria  may  also  in  part  be  due  to  the  fact  that  the  introduction  of  con- 

'  Abelmana,  "  Ueber  die  Ausnutzung  der  Nahrungssloffe  nach  Pankreasexstirpa- 
tion  "  (Inaug. -Dissert,  Dorpat,  1890),  cited  from  Maly's  Jahresber.,  Bd.  29  ;  Sandmeyer, 
Zeitscbr.  f.  Biologle,  Bd.  31  ;  Rosenberg,  Pfliigei-'s  Arch.,  Bd.  70;  Harley,  Journ.  of 
Pathol,  and  Bacteviol.,  1895  ;  Deucher,  CorrespontJ.  Blatt.  f.  Schweiz.  Aerzte,  Bd.  28. 

«  Zeitschr.  f.  Biologie,  Bd,  38. 

"  Otto,  see  Maly's  Jahresber.,  Bd.  17  ;  v.  Mering,  Du  Bois-Reymond's  Arch.,  1877. 

■*  MnniSre  de  se  oomporter  des  sucres,  etc..  Arch.  ital.  de  Biol.,  Tome  15. 
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Biderable  quantities  of  sugar  forces  the  sugar  in  absorption  not  only  in  the 
ordinary  way  through  the  blood-vessels  to  the  liyer  (see  below),  but  also  in 
part  by  passing  into  the  blood  circulation  through  the  lymphatic  vessels, 
evading  the  liver. 

That  quantity  of  sugar  to  which  we  must  raise  the  sugar  partaken  of  to 
produce  an  alimentary  glycosuria  gives,  according  to  Hofmeistbk,'  the 
assimilation  limit  for  that  same  sugar.  This  limit  is  different  for  various 
kinds  of  sugar;  and  it  also  varies  for  the  same  sugar  not  only  in  diflEerent 
animals,  but  also  for  different  members  of  the  same  species,  as  also  for  the 
same  individual  under  different-  circumstances.  In  general  we  can  say  that 
in  regard  to  the  ordinary  varieties  of  sugar,  such  as  dextrose,  leevulose, 
cane-sugar,  maltose,  and  lactose,  the  assimilation  limit  is  highest  for 
dextrose  and  lowest  for  lactose.  We  must  admit  that  with  an  overabundant 
quantity  of  sugars  in  the  intestinal  tract  the  disaccharidea  do  not  have 
sufficient  time  for  their  complete  inversion;  hence  it  is  not  remarkable  that 
disaccharides  have  been  found  in  the  urine  in  cases  of  alimentary  glycosuria." 

From  the  investigations  of  Ludwig  and  v.  Meeiij^g  and  others  we  learn 
how  the  sugars  pass  into  the  blood-stream,  namely,  that  they  as  well  as 
bodies  soluble  in  water  do  not  ordinarily  pass  over  into  the  chylous  vessels 
in  measurable  quantities,  but  are  in  greatest  part  taken  up  by  the  blood  in 
the  capillaries  of  the  villi  and  in  this  way  pass  into  the  mass  of  the  blood. 
These  investigations  have  been  confirmed  by  observations  of  I.  Munk  and 
EosENSTEiN  '  on  human  beings. 

The  reason  why  the  sugar  and  other  soluble  bodies  do  not  pass  over  into 
the  chylous  vessels  in  appreciable  quantity  is,  according  to  Heidenhain,* 
to  be  found  in  the  anatomical  conditions,  in  the  arrangement  of  the  capil- 
laries close  under  the  layer  of  epithelium.  Ordinarily  these  capillaries  find 
the  necessary  time  for  the  taking  up  of  the  water  and  the  solids  dissolved 
in  it.  But  when  a  large  quantity  of  liquid,  such  as  a  sugar  solution,  is 
introduced  into  the  intestine  at  once,  this  is  not  possible,  and  in  these  cases 
a  part  of  the  dissolved  bodies  passes  into  the  chylous  vessels  and  the  thoracic 
duct  (Ginsberg  and  Eohmank  '). 

The  introduction  of  larger  quantities  of  sugar  into  the  intestine  at  one 
time  can  readily  cause  a  disturbance  with  diarrhoeal  evacuations  of  the 
intestine.  If  the  carbohydrate  is  introduced  in  the  form  of  starch,  then 
very  large  quantities  may  be  absorbed  without  causing  any  disturbance,  and 

'  Arch.  f.  exp.  Path.  u.  Pharm.,  Bdd.  25  and  26. 

'  For  the  literature  in  regard  to  the  passage  of  various  kinds  of  sugars  into  the  urine 
see  C.  Voit,  Ueber  die  Glykogenbildung,  Zeitschr.  f.  Biologie,  Bd.  28,  and  F.  Voit,  foot- 
note 3,  page  216. 

'  T.  Meving,  Du  Bois-Reymond's  Arch.,  1877 ;  Munk  and  Rosenstein,  1.  c. 

*  Pflilger's  Arch.,  Bd.  43,  Suppl. 

«  Ginsberg,  Pflilger's  Arch.,  Bd.  44  ;  ROhmann,  ibid.,  Bd.  41. 
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the  absorption  maybe  very  complete.  Rubnbk  found  the  following:  On 
partaking  508-670  grms.  carbohydrates,  as  wheat  bread,  per  day  the  part  not 
absorbed  amounted  to  only  0.8-2.6^.  For  peas,  where  357-588  grms.  were 
eaten,  the  loss  was  3.6-7^,  and  for  potatoes  (718  grms.)  7. 65^.  Constan- 
TiNiDi  found  on  partaking  367-380  grms.  carbohydrates,  chiefly  as  potatoes, 
sa  loss  of  only  0.4-0.7^.  In  the  experiments  of  Rubnee,  as  also  of 
HuLTGEBN  and  Landeegreh",'  with  rye  bread  the  utilization  of  carbo- 
hydrates was  less  complete,  although  the  loss  in  a  few  cases  rose  even  to 
10.4-10.9^.  It  at  least  follows  from  the  experiments  made  thus  far  that 
man  can  absorb  more  than  500  grms.  carbohydrates  per  diem  without 
difficulty. 

We  generally  consider  the  pancreas  as  the  most  important  organ  in  the 
digestion  and  absorption  of  amylaceous  bodies,  and  it  is  a  question  how 
these  bodies  are  absorbed  after  the  extirpation  of  the  pancreas.  As  on  the 
absorption  of  proteids,  so  also  on  the  absorption  of  starch  the  observations 
have  given  variable  results.  In  certain  cases  the  absorption  was  nearly 
nil,  while  in  others  it  was,  on  the  contrary,  rather  impaired,  and  with 
dogs  devoid  of  pancreas  it  has  been  found  that  the  starch  partaken  was 
decreased  50^  (Eosbnbbeg,  Cavazzaiti  '). 

Emulsification  seems  to  be  of  the  greatest  importance  in  the  absorption 
of  fats,  and  this  emulsion  occurs  in  the  chyle  on  the  introduction  into  the 
intestine  of  not  only  neutral  fats,  but  also  of  fatty  acids.  The  fatty  acids 
do  not  exist  as  such  in  the  emulsified  fat  of  the  chyle.  The  investigations 
of  I.  MusTK,  later  confirmed  by  others,'  have  shown  that  the  fatty  acids 
nndergo  in  great  part  a  synthesis  into  neutral  fats  in  the  walls  of  the  intes- . 
tine,  and  carried  as  such  by  the  stream  of  chyle  into  the  blood. 

The  assumption  that  the  fat  is  absorbed  chiefly  as  an  emulsion  is  partly 
based  on  the  abundance  of  emulsified  fat  in  the  chyle  after  feeding  with  fat, 
and  partly  on  the  fact  that  a  fat  emulsion  is  often  found  in  the  intestine 
after  such  food.  As  an  abundant  cleavage  of  neutral  fata  occurs  in  the 
intestinal  canal,  and  also  as  the  fatty  acids  do  not  occur  in  the  chyle  as  such, 
but  as  emulsified  fat  after  a  synthesis  with  glycerin  into  neutral  fats,  it  is 
to  be  doubted  whether  the  emulsified  fat  of  the  chyle  originates  from  an 
absorption  of  emulsified  fat  in  the  intestine  or  from  a  subsequent  emulsifi- 
cation of  neutral  fats  formed  synthetically.  This  doubt  has  greater 
warrant  in  that  Fka^stk  *  has  shown  that  the  fatty  acid  ethyl  ester  is  abun- 

'  Rubner,  Zeitschr.  f.  Biologie,  Bdd.  15  and  19;  Constautinldi,  ibid.,  Bd.  23  ;  Hult- 
gren  and  Landergren,  1.  c. 

'  Cavazzani,  Centralbl.  f.  Physiol.,  Bd.  7.     See  also  foot-note  1,  page  308. 

'  Munk,  Virchow's  Arch.,  Bd.  80.  See  also  v.  Wallher,  Du  Bois-Reymond's  Arch., 
1890 ;  Minkowski,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  21  ;  Prank,  Zeitschr.  f.  Biologie, 
Bd.  36. 

*  Zeitschr.  f.  Biologie,  Bd.  36. 
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^antly  taken  up  by  the  chyle  from  the  intestine,  not  as  such,  but  as  split-ofE 
iatty  acids  from  which  then  the  neutral  emulsified  fats  of  the  chyle  are 
formed- 

The  assumption  of  an  absorption  of  the  fats  as  an  emulsion  contradicts 
the  fact  as  above  stated,  page  393,  that  an  emulsion  produced  by  means  of 
soaps  is  only  permanent  in  an  alkaline  liquid  and  therefore  it  is  hardly 
possible  for  such  an  emulsion  to  form  in  the  intestine  as  long  as  it  is  acid. 
It  is  nevertheless  possible  that  the  pancreatic  juice  by  means  of  the  proteid 
it  contains  may  have  an  emulsifying  action  even  in  an  acid  reaction 
(KuHNE ') ;  on  the  other  hand  we  know  of  cases  (Ltjdwig  and  Cash  '  and 
others)  (in  dogs  after  partaking  food  rich  in  fat)  in  which  an  absorption  of 
fat  took  place  from  the  acid  intestinal  contents  despite  the  absence  of  an 
«mul8ion  in  the  intestine.  In  order  to  explain  such  a  case  it  has  been  as- 
sumed that  the  emulsification  took  place  first  on  the  surface  of  the  intesti- 
nal mucosa  by  the  action  of  its  alkaline  secretion.  Moore  and  RocitwooD ' , 
give  another  explanation.  According  to  them,  the  absorption  of  fat  from  the 
acid  intestinal  contents  is  essentially  due  to  the  solvent  action  of  the  bile 
for  free  fatty  acids.  The  neutral  fats  are  split  and  the  free  fatty  acids  are 
in  part  absorbed,  dissolved  as  such  by  the  bile,  and  in  part  combined  with 
alkalies,  forming  soaps.  Neutral  fats  are  regenerated  from  the  fatty  acids, 
and  the  alkali  set  free  from  the  soaps  is  secreted  back  again  into  the  intes- 
tine and  used  for  the  re-formation  of  soaps.  This  view,  which  stands 
in  accord  with  several  observations,  is  worthy  of  the  greatest  consideration. 
At  all  events  it  is  certain  that  the  greatest  part  of  the  fats — according  to 
certain  investigators  all  neutral  fats — is  split  in  the  intestine,  and  also  that 
the  formation  of  soaps  is  one  form  of  the  absorption  of  the  fats. 

The  next  question  is  whether  all  the  fat  or  the  greater  part  of  the  same 
passes  to  the  blood  through  the  lymphatics  and  the  thoracic  duct.  Accord- 
ing to  the  researches  of  Walthee  and  Frank  *  on  dogs,  it  seems  that  only 
a  small  part  of  the  fats,  or  at  least  of  the  fatty  acids,  fed,  passes  into  the 
chylous  vessels;  but  these  observations  can  hardly  be  applied  to  the  absorp- 
tion of  neutral  fats,  or  to  the  absorption  in  man  under  normal  circumstances. 
Mttnk  and  Eosenstein  '  in  their  investigations  on  a  girl  with  lymph  fistula 
found  60^  of  the  fat  partaken  of  in  the  chyle,  and  of  the  total  quantity  of  ' 
fat  in  the  chyle  only  4-5^  existed  as  soaps.  On  feeding  with  a  foreign 
fatty  acid,  such  as  erucio  acid,  they  found  37^  of  the  introduced  body  as 
neutral  fat  in  the  chyle. 

The  completeness  with  which  fats  are  absorbed  depends,  under  normal 

'  Lehrbuch  d.  physiol.  Chem.,  8.  133. 
'  Da  Bols-Reymond's  Arch.,  1880. 
«  Journ.  of  Physiol.,  "Vol.  31. 

*  Walther,  1.  c;  Frank,  Du  Bois-Reymond's  Arch.,  1892. 

•  Virchow's  Arch.,  Bd.  123. 
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conditions,  essentially  npon  the  kind  of  fat.  In  this  regard  we  know, 
especially  from  the  investigations  of  Munk  and  Arkschikk,'  that  thft 
varieties  of  fat  with  high  melting-points,  snch  as  mutton  tallow  and 
especially  stearin,  are  not  so  completely  absorbed  as  the  fats  with  low  melt- 
ing-points, such  as  hog-  and  goose-fat,  olive-oil,  etc.  The  kind  of  fat  also 
has  an  influence  upon  the  rapidity  of  absorption,  as  Muistk  and  Eoseststeiit 
found  that  solid  mutton-fat  was  absorbed  more  slowly  than  fluid  lipaniu.. 
The  extent  of  absorption  in  the  intestinal  tract  is,  under  physiological  con- 
ditions, very  considerable.  In  a  case  of  a  dog  investigated  by  Voit  he  found, 
that  out  of  350  grms.  of  fat  (butter)  partaken,  346  grms.  were  absorbed  in 
the  intestinal  canal,  and  according  to  the  investigations  of  Eubjstee"  the 
human  intestine  can  absorb  over  300  grms.  fat  per  diem.  The  fats  are, 
according  to  RuBiirBR,  much  more  completely  absorbed  when  free,  in  the 
form  of  butter  or  lard,  than  when  enclosed  in  the  cell-membranes,  as  in 
bacon. 

Claude  Beknaed  showed  long  ago  with  experiments  on  rabbits  in 
which  the  choledochus  duct  was  introduced  in  the  small  intestine  above  the 
pancreatic  duct,  that  after  food  rich  in  fats  the  chylous  vessels  of  the  intes- 
tine above  the  pancreas  passages  were  transparent,  while  below  they  were 
milk-white,  and  also  that  the  bile  can  produce  an  absorption  of  the  emulsi- 
fied fat  without  the  pancreatic  juice.  Dastee'  has  performed  the  reverse 
experiment  on  dogs,  namely,  he  tied  the  choledochus  duct  and  adjusted  a 
biliary  fistula  so  that  the  bile  flowed  into  the  intestine  below  the  mouth  of 
the  pancreatic  passages.  On  killing  the  animal  after  a  meal  rich  in  fat  the 
chylous  vessels  were  first  found  milk-white  below  the  discharge  of  the  biliary 
fistula.  From  this  Dastee  draws  the  conclusion  that  a  combined  action 
of  the  bile  and  pancreatic  juice  is  important  in  the  absorption  of  fats— a 
conclusion  which  stands  in  good  accord  wtih  the  experience  of  many  others. 

Through  numerous  observations  of  many  investigators,  such  as  Biddee 
and  Schmidt,  Voit,  Eohman-n^,  Pe.  Mullee,  I.  Munk,*  and  others,  it  has 
been  shown  that  the  exclusion  of  the  bile  from  the  intestinal  tract  diminishes 
the  absorption  of  fat  to  such  an  extent  that  only  ^  to  about  ^  of  the 
quantity  of  fat  ordinarily  absorbed  undergoes  absorption.  In  icterus  with 
entire  exclusion  of  the  bile  a  considerable  decrease  in  the  absorption  of  fat 
is  noticed.  As  under  normal  conditions,  so  also  in  the  absence  of  bile  in 
the  intestine  the  more  readily  melting  parts  of  the  fats  are  more  completely 
absorbed  than  those  which  have  a  high  melting-point.  I.  Munk  found  in 
his  experiments  with  lard  and  mutton  tallow  on  dogs  that  the  absorption  of 

'  Munk,  Vivchow's  Arch.,  Bdd.  80  find  95  ;  Arnschink,  Zeitschr.  f.  Biologie,  Bd.  36. 
'  Voil,  ibid.,  Bd.  9  ;  Rubner,  ibid.,  Bd.  lo. 
'  Arch,  de  Physiol.  (5),  Tome  3. 

*  F.  Milller,  Sitzungsber.  de  phys.-med.  Gesellsch.   zu  "Wilrzburg,  1885;  I.   Munk, 
Virchow's  Arch.,  Bd.  133.     See  also  foot-note  4,  page  398,  and  foot-note  1,  page  399. 
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the  high  melting  tallow  was  redaced  twice  as  much  as  the  lard  on  the 
exclusion  of  the  bile  from  the  intestine. 

We  also  learn  from  the  investigations  of  Eohmann  and  I.  Munk  that 
in  the  absence  of  bile  the  relationship  between  fatty  acids  and  neutral  fats 
is  changed,  namely,  about  80-90,<^  of  the  fat  existing  in  the  fteces  consists 
of  fatty  acid,  while  under  normal  conditions  the  faeces  contain  1  part 
neutral  fat  to  about  2-2^  parts  free  fatty  acids.  "We  cannot  positively  state 
how  this  relatively  increased  quantity  of  fatty  acids  in  the  fat  of  the  faeces 
is  produced  on  the  exclusion  of  the  bile  from  the  intestine.  According  to 
the  investigations  of  Mukk  it  does  not  in  the  least  depend  upon  the  fact 
that  the  fatty  acids  are  less  readily  absorbed  than  the  neutral  fats,  for  just 
the  reverse  is  the  case. 

There  is  no  doubt  that  the  bile  is  of  great  importance  in  the  absorption 
of  fats.  Still  there  is  also  no  doubt  that  rather  considerable  quantities  of 
fat  may  be  absorbed  from  the  intestine  in  the  absence  of  bile.  What  relation 
does  the  pancreatic  juice  bear  to  this  question  ? 

Upon  this  point  a  rather  large  number  of  observations  on  animals  have 
been  made  by  Abelmann  and  Minkowski,  Sandmetbr,  Haeley,  Eosen- 
BEKG,  Hedon  and  Ville,  and  also  on  man  by  Fe.  Muller  and  Deuchbe.' 
In  all  these  investigations  a  more  or  less  diminished  absorption  of  fat 
was  observed  after  the  extirpation  or  destruction  of  the  gland,  or  the 
exclusion  of  the  juice  from  the  intestine.  The  results  are  very  diverse  as 
to  the  extent  of  this  diminution,  as  in  certain  cases  no  absorption  of  fat  was 
observed,  while,  on  the  contrary,  a  considerable  absorption  was  noted  in 
the  same  class  of  animal  (dog)  and  even  in  the  same  animal.  According 
to  Minkowski  and  Abelmann,  after  the  total  extirpation  of  the  pancreas 
the  fat  of  the  food  introduced  is  not  absorbed  at  all,  with  the  exception  of 
milk,  of  which  28-53j^  of  its  fat  is  absorbed.  Other  investigators  have 
obtained  other  results,  and  Haelet  has  observed  a  case  where  in  a  dog  an 
absorption  of  only  4^  of  the  milk-fat,  or,  on  the  complete  exclusion  of  in- 
testinal bacteria,  even  no  absorption,  took  place.  The  conditions  may  be 
somewhat  different  in  the  different  cases;  but  it  is  certain  that  the  absence 
of  pancreatic  juice  from  the  intestine  essentially  affects  the  fat  absorption. 
It  is  also  just  as  certain  that  the  absorption  of  fat  is  most  abundant  in  the 
simultaneous  presence  of  bile  as  well  as  pancreatic  juice  in  the  intestine. 
A  little  fat  may  still  be  absorbed  even  in  the  absence  of  these  two  fluids 
(Hbdon  and  Ville).  Cunningham  "  has  given  further  proof  that  a  slight 
absorption  of  fat  takes  place  (even  when  introduced  as  oil  and  not  as  milk) 

'Muller,  "Unter.  Uber  den  Icterus,"  Zeitscbr.  f.  kiln.  Med.,  Bd.  12;  Hedon  and 
Ville,  Arch,  de  Physiol.  (5),  Tome  9  ;  Hailey,  Journ.  of  Physiol.,  Vol.  18,  Journ.  of 
Pathol,  and  Bacteriol.,  1895,  and  Proceed.  Boy.  Soc,  Vol.  61.  In  regard  to  the  other 
authors  see  foot-note  1,  page  308. 

5  Journ.  of  Physiol.,' Vol.  23. 


314  DIGESTION. 

oa  the  complete  exclusion  of  the  bile  as  well  as  the  pancreatic  juice  from 
the  intestine. 

The  reason  why  the  fat  absorption  is  diminished  in  the  absence  of  bile 
•or  pancreatic  juice  from  the  intestine  is  not  clear.  The  most  ordinary 
view  is,  that  to  form  an  emnlsion  of  the  fat  a  part  of  the  same  mast  be  split 
by  the  action  of  the  pancreatic  juice,  and  that  this  action  is  accelerated  by 
the  bile.  lb  must  also  be  added  that  the  bile  is  a  good  solvent  for  the  fatty 
acids  set  free.  The  reason  for  the  imperfect  absorption  of  fat  is  not  to  be 
sought  in  the  diminished  cleavage  of  neutral  fats,  as  the  non-absorbed  fat  of 
the  faeces  consists,  on  the  exclusion  of  bile  and  pancreatic  jaice  (Minkowski 
and  Abblmastn,  Haklbt,  Hedon  and  Ville,  Dbuchee),  chiefly  of  free 
fatty  acids.  A  still  unknown  change  caused  by  micro-organisms  or  other- 
wise may  produce  a  cleavage  of  the  fat  in  these  cases.  The  imperfect  fat 
absorption  after  the  extirpation  of  the  pancreas  can  possibly  be  explained 
by  the  removal  of  a  considerable  part  of  the  alkalies  necessary  for  the 
formation  of  the  emulsion  and  for  the  solution  of  the  fatty  acids,  bat  as 
Sandmetbr  found  in  pancreasless  dogs  that  the  fat  absorption  was  raised 
by  giving  chopped' pancreas  with  the  fat,  this  can  hardly  be  a  sufBcient 
explanation.  It  has  also  been  assumed  that  it  is  chiefly  the  proteids  in  the 
pancreatic  juice  which  cause  the  emulsiflcation,  and  that  the  diminished  fat 
absorption  after  extirpation  of  the  pancreas  is  explained  in  this  way.  The 
reasons  suggested  are  nevertheless  insufficient,  but  we  must  not  forget  the 
fact  that  an  abundant  absorption  of  fat  is  also  possible  in  the  absence  of  an 
emulsion  in  the  intestine. 

Haelby  '  has  performed  a  partial  extirpation  of  the  large  intestine,  and 
also  a  total  extirpation.  The  total  extirpation  caused  a  considerable 
increase  in  the  faeces,  chiefly  because  of  a  fivefold  increase  of  water.  Pat 
and  carbohydrates  were  normally  absorbed.  Thp  absorption  of  proteids,  on 
the  contrary,  was  considerably  decreased  to  only  84^,  as  compared  with 
93-98$^  in  normal  dogs.  In  the  faeces,  after  extirpation,  no  urobilin  or  ouly 
traces  were  found,  while  the  bile-pigments  existed  to  a  great  extent. 

The  soluble  salts  are  also  absorbed  with  the  water.  The  proteids,  which 
can  dissolve  a  considerable  quantity  of  salts,  such  as  earthy  phosphates, 
which  are  otherwise  insoluble  in  alkaline  water,  are  of  great  importance  in 
the  absorption  of  such  salts. 

The  soluble  constituents  of  the  digestive  secretions  may,  like  other  dis- 
solved bodies,  be  absorbed,  as  is  demonstrated  by  the  passage  of  peptone 
into  urine;  the  enzymes  may  also  be  absorbed.  The  occurrence  of  urobilin, 
in  urine  attests  the  absorption  of  the  bile-constituents  under  physiological 
conditions  despite  the  fact  that  the  occurrence  of  very  small  traces  of 
bile-acids   in  the  urine  is  disputed.     The  absorption  of  bile-acids  by  the 

'  Proceed.  Roy.  Soc. ,  Vol.  64. 
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intestine  seems  to  be  positively  proved  by  other  observations.  Tap- 
PEiNEE'  introduced  a  solution  of  bile-salts  of  a  known  concentration  into 
an  intestinal  knot,  and  after  a  time  investigated  the  contents.  He  found 
that  in  the  jejunum  and  the  ileum,  but  not  in  the  duodenum,  an  absorption 
«f  bile-acids  took  place,  and  further  that  of  the  two  bile-acids  only  the 
glycocholic  acid  was  absorbed  in  the  jejunum.  Further,  Schiff  long  ago 
expressed  the  opinion  that  bile  undergoes  an  intermediate  circulation,  in 
such  wise  that  it  is  absorbed  from  the  intestine,  then  carried  to  the  liver  by 
the  blood,  and  lastly  eliminated  from  tjie  blood  by  this  organ.  Although 
this  view  has  met  with  some  opposition,  [still  its  correctness  seems  to  be 
established  by  the  researches  of  various  investigators,  and  more  recently  by 
Peetost  and  Binet,  as  also  and  specially  by  Stadelmann  and  his  pupils.' 
After  the  introduction  of  foreign  bile  into  the  intestine  of  an  animal  the 
foreign  bile-acids  appear  again  in  the  secreted  bile. 

Little  is,  known  concerning  the  forces  taking  part  in  absorption. 
■Osmosis  and  filtration  were  formerly  considered  as  the  most  important 
factors.  Later  we  have  become  more  and  more  inclined  to  Hoppe-Setlee's  ' 
views,  namely,  that  absorption  is  in  great  part  a  process  connected  with 
the  vital  properties  of  the  cells.  This  view  has  been  strongly  emphasized 
by  Hbidenhain,  based  especially  on  his  own  observations,  but  also  on  those 
of  his  pupils.'  According  to  HeidenhaIu  a  special  physiological  motive 
force  .exists  in  the  cells  besides  which,  under  certain  circumstances  osmosis 
may  act,  but  which,  under  other  circumstances,  may  bring  about  an  ab- 
sorption with  the  complete  exclusion  of  osmosis.  It  would  lead  us  too  far 
to  go  deeper  into  this  subject.  In  regard  to  these  questions  we  must  refer 
the  reader  to  the  special  works  and  to  text-books  on  physiology. 

'  Wien.  Sitzungsber.,  Bd.  77. 

«  Scbifl,  Pfliigers  Arch.,  Bd.  3;  Prevost  and  Binet,  Compt.  rend.,  Tome,  106; 
Stadelmann,  see  foot-note  2,  page  225. 

"  Physiol.  Cbem.,  S.  348. 

*  Heideubaln,  PflUger's  Arch.,  Bdd.  43  and  45  ;  with  his  pupils:  ROhmann,  ibid., 
Bd.  41  ;  Gumilewski,  iMd.,  Bd.  39.  See  also  Hamburger,  Du  Bois-Beymoud's  Aicb., 
1896,  and  O.  Cohnheim,  ZeitschT.  f.  Biologie,  Bd.  86. 


GHAPTEE  X. 
TISSUES  OF   THE   CONNECTIVE  SUBSTANCE. 

I.  The   Connective  Tissues. 

The  form-elements  of  the  typical  connectiye  tissues  are  cells  of  yarious- 
kinds,  of  a  not  very  well  known  chemical  composition,  and  gelatin-yielding 
fibrils,  which,  like  the  cells,  are  imbedded  in  an  interstitial  or  intracellular 
substance.  The  fibrils  consist  of  collagen.  The  interstitial  substance  con- 
tains chiefly  mucin  besides  sergldbulin  and  seralbumin,  which  occur  in  the 
parenchymatous  fluid  (Lobbisch'). 

The  connective  tissue  also  often  contains  fibres  or  formations  consisting 
of  elastin,  sometimes  in  such  great  quantities  that  the  connective  tissue 
is  transformed  into  elastic  tissue.  A  third  variety  of  fibres,  the  reticular 
fibres,  also  occur,  and  according  to  Siegfried  these  consist  of  reticulin. 

If  finely  divided  tendons  are  extracted  in  cold  water,  the  albuminous 
bodies  soluble  in  the  nutritive  fluid  in  addition  to  a  little  mucin  are  diss'olved. 
If  the  residue  is  extracted  with  half-saturated  lime-water,  then  the  mucin  is 
dissolved  and  may  be  precipitated  from  the'  filtered  extract  by  saturating 
with  acetic  acid.  The  digested  residue  contains  the  fibrils  of  the  connective 
tissue  together  with  the  cells  and  the  elastic  substance. 

The  fibrils  of  the  connective  tissue  are  elastic  and  swell  slightly  in  water, 
somewhat  more  in  dilute  alkalies  or  in  acetic  acid.  On  the  other  hand, 
they  shrink  by  the  action  of  certain  metallic  salts,  such  as  ferrous  sulphate 
or  mercuric  chloride,  and  tannic  acid,  which  forms  an  insoluble  combination 
with  the  collagen.  Among  these  combinations,  which  prevent  putrefaction 
of  the  collagen,  that  with  tannic  acid  has  been  found  of  the  greatest  techni- 
cal importance  in  the  preparation  of  leather.  In  regard  to  tendon  mucin 
see  page  45,  and  in  regard  to  collagen,  gelatin,  elastin,  and  reticulin,  pages 
53-58. 

The  tissues  described  under  the  names  mucous  or  gelatinous  tissues  are 
characterized  more  by  their  physical  than  their  chemical  properties  and  have 
been  but  little  studied.  So  much,  however,  is  known,  that  the  mucous  or 
gelatinous  tissues  contain,  at  least  in  certain  cases,  as  in  the  acalephae,  no 
mucin. 

'Zeitschr.  f.  physiol.  Chem.,  Bd.  10. 
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The  umbilical  cord  is  the  most  accessible  material  for  the  investigation 
of  the  chemical  constituents  of  the  gelatinous  tissues.  The  mucin  occurring 
therein  has  been  described  on  page  45.  C.  Th.  MoEKER'has  found  a 
mucoid  in  the  vitreous  humor  which  contains  13.37$^  nitrogen  and  l-19j^ 
sulphur. 

Young  connective  tissue  is  richer  in  mucin  than  old.  Hallibueton  ' 
found  an  average  of  7.66  p.m.  mucin  in  the  skin  of  very  young  children 
and  only  3.85  p.m.  in  the  skin  of  adults.  In  so-called  myxcedema,  in 
which  a  reformation  of  the  connective  tissue  of  the  -skin  takes  place,  the 
quantity  of  mucin  is  also  increased. 

II.  Cartilage. 

Cartilaginous  tissue  consists  of  cells  and  an  originally  hyaline  matrix, 
which,  however,  may  become  changed  in  such  wise  that  there  appears  in  it  a 
network  of  elastic  fibres  or  connective-tissue  fibrils. 

Those  cells  that  offer  great  resistance  to  the  action  of  alkalies  and 
acids  have  not  been  carefully  studied.  According  to  former  views,  the 
matrix  was  considered  as  consisting  of  a  body  analogous  to  collagen,  so- 
called  clwndrigen.  The  recent  investigations  of  Moeochowetz  and  others, 
hut  especially  those  of  C.  Th.  Moenee,"  have  shown  that  the  matrix 
of  the  cartilage  consists  of  a  mixture  of  collagen  with  other  bodies. 

The  tracheal,  thyroideal,  cricoidal,  and  arytenoidal  cartilages  of  full- 
grown  cattle  contain,  according  to  Moenee,  four  constituents  in  the 
matrix,  namely,  chondromucoid,  chondroitin-sulphuric  acid,  collagen,  and 
an  albuminoid. 

Chondromucoid.  This  body,  according  to  M6ENEE,'has  the  composition 
C  47.30,  H  6.42,  N  13.58,  S  2.42,  0  31.28j^.  Sulphur  is  in  part  loosely 
combined  and  may  be  split  off  by  the  action  of  alkalies,  and  a  part  separates 
as  sulphuric  acid  when  boiled  with  hydrochloric  acid.  Chondromucoid  is 
decomposed  by  dilute  alkalies  and  yields  alkali  albuminate,  peptone  sub- 
stances, chondroitin-sulphuric  acid,  alkali  sulphides,  and  some  alkali 
sulphates.  On  boiling  with  acids  it  yields  acid  albuminate,  peptone  sub- 
stances, chondroitin-sulphuric  acid,  and  on  account  of  the  further  decompo- 
sition of  this  last  body  sulphuric  acid  and  a  reducing  substance  are  formed. 

Chondromucoid  is  a  white,  amorphous,  acid-reacting  powder  which  is 
insoluble  in  water,  but  dissolves  easily  on  the  addition  of  a  little  alkali. 
This  solution  is  precipitated  by  acetic  acid  in  great  excess  and  by  small 

'  Zeitscbr.  f .  physiol.  Chem. ,  Bd.  18,  S.  250. 

s  Mucin  in  Myxosdema.  Further  Analyses.  Kiugs  College.  Collected  Papers  No.  1, 
1893. 

» Morochowetz,  Verhandl.  d.  naturh.  med.  Vereins  zu  Heidelberg,  Bd.  1,  Heft  3; 
MOrner,  Skand.  Arch.  f.  physiol.,  Bd.  1. 
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quantities  of  mineral  acids.  The  precipitation  may  be  retarded  by  neutral 
salts  or  by  chrondroitin-sulphuric  acid.  The  solution  containing  NaCl  and 
acidified  with  HOI  is  not  precipitated  by  potassium  ferrocyanide.  Precipi- 
tants  for  chondromucoid  are  alum,  ferric  chloride,  sugar  of  lead  or  basic  lead 
acetate.  Chondromucoid  is  not  precipitated  by  tannic  acid,  and  it  may  by 
its  presence  prevent  the  precipitation  of  gelatin  by  this  acid.  It  gives  the 
usual  color  reactions  for  proteids,  namely,  with  nitric  acid,  with  copper  sul- 
phate and  alkali,  with  Million's  and  Adamkiewicz's  reagents. 

Chondroitin-sulplitiric  Acid,  chondkoitic  acid.  This  acid,  which  was 
first  prepared  pure  from  cartilage  by  C.  Th.  Morkek  and  identified  by 
him  as  an  ethereal  sulphuric  acid,  occurs  according  to  Mokker  in  all 
varieties  of  cartilage  and  also  in  the  tunica  intima  of  the  aorta  and  as 
traces  in  the  bone  substance.  According  to  Krawkow,  who  found  it  in  the 
cervical  ligament  of  the  ox,  it  combines  with  proteid  forming  amyloid 
(see  page  49),  which  explains  the  occurrence  of  this  body  in  amyloid-de- 
generated livers  as  observed  by  Oddi.'  According  to  Schmibdbbbrg  '  the 
acid  has  the  formula  C„H„NSO„.  In  regard  to  the  chemical  constitution 
of  this  acid  the  investigations  of  Schmibdeberg  have  led  to  the  following  : 

As  first  products  this  acid  yields  on  cleavage  sulphuric  acid  and  a  nitrog- 
enous substance,  chondroitin,  according  to  the  following  equation: 

C,.H„NSO„  +  H,0  =  H,SO.  +  C,.H„NO,.. 

Chondroitin,  which  is  similar  to  gum  arable  and  which  is  a  monobasic  acid, 
yields  acetic  acid  and  a  new  nitrogenous  substance,  chondrosin,  as  cleavage 
products,  on  decomposition  with  dilute  mineral  acids : 

C„H„NO.,  +  3H,0  =  3C,H.O,  +  C,,H,,NO„. 

Chondrosin,  which  is  also  a  gummy  substance  soluble  in  water,  is  a  mono- 
basic acid  and  reduces  copper  oxide  in  alkaline  solution  even  more  strongly 
than  dextrose.  It  is  dextrogyrate  and  represents  the  reducing  substance 
obtained  by  previous  investigators  in  an  impure  form  on  boiling  cartilage 
with  an  acid.  The  prodiicts  obtained  on  decomposing  chondrosin  with 
barium  hydrate  tend  to  show  that  chondrosin  contains  the  atomic  groups  of 
glycuronic  acid  and  glucosamine. 

Chondroitin-sulphuric  acid  appears  as  a  white  amorphous  powder,  which 
dissolves  very  easily  in  water,  forming  an  acid  solution  and,  when  suflSciently 
concentrated,  a  sticky  liquid  similar  to  a  solution  of  gum  arable.  Nearly  all 
of  its  salts  are  soluble  in  water.  The  neutralized  solution  is  precipitated  by 
tin  chloride,  basic  lead  acetate,  neutral  ferric  chloride,  and  by  alcohol  in  the 

'  C.  Miirner,  1.  c,  and  Zeitschr.  f.  physiol.  Chem.,  Bdd.  30  and  23  ;  K.  MOrner,  Skand. 
AvcU.  f.  Physiol.,  Bd.  6  ;  Krawkow,  Arch  f.  exp.  Path.  u.  Pharm.,  Bd.  40  ;  Oddi,  iiirf., 
Bd.  33. 

'  Arch.  f.  exp.  Path  u.  Pharm.,  Bd.  28. 
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presence  of  a  little  neutral  salt.  The  solution,  on  the  other  hand,  is  not 
precipitated  by  acetic  acid,  tannic  acid,  potassium  ferrocyanide  and  acid, 
sugar  of  lead,  mercuric  chloride,  or  silver  nitrate.  Acidified  solutions  of 
alkali  chondroitin-sulphates  cause  a  precipitation  when  added  to  solutions  of 
gelatin  or  proteid. 

Chondromucoid  and  chondroitin-sulphuric  acid  may  be  prepared  accord- 
ing to  MoKNER  by  extracting  finely  cut  cartilage  with  water,  which  dissolves 
the  preformed  chondroitin-sulphuric  acid  besides  some  chondromucoid.  In 
this  watery  extract  the  chondroitin-sulphuric  acid  prevents  the  precipitatioa 
of  the  chondromucoid  by  means  of  an  acid.  If  2-4  p.  m.  HCl  is  added  to- 
this  watery  extract  and  warmed  on  the  water-bath,  the  chondromucoid  grad- 
ually separates,  while  the  chondroitin-sulphuric  acid  and  the  rest  of  the 
chondromucoid  remain  in  the  filtrate.  If  the  cartilage,  which  has  been 
lixiviated,  at  the  temperature  of  the  body,  with  water,  is  extracted  with 
hydrochloric  acid  of  2-3  p.  m.  until  the  collagen  is  converted  into  gelatin 
and  dissolved,  the  remaining  chondromucoid  may  be  removed  from  the  in- 
soluble residue  by  dilute  alkali  and  precipitated  from  the  alkaline  extract 
by  an  acid.  It  may  be  purified  by  repeated  solution  in  water  with  the  aid  of 
a  little  alkali,  precipitating  by  an  acid  and  then  treating  with  alcohol  and 
ether. 

The  pre-existing  chondroitin-sulphuric  acid,  or  that  formed  by  the  de- 
composition of  chondromucoid,  is  obtained  by  lixiviating  the  cartilage  with 
a  5^  caustic-alkali  solution.  The  alkali  albuminate  formed  by  the  decom- 
position of  the  chondromucoid  can  be  removed  from  the  solution  by  neutral- 
ization, then  the  peptone  precipitated  by  tannic  acid,  the  excess  of  this  acid 
removed  with  sugar  of  lead,  and  the  lead  separated  from  the  filtrate  by  H^S. 
If  further  purification  is  necessary,  the  acid  is  precipitated  with  alcohol,  the 
precipitate  dissolved  in  water,  this  solution  dialyzed  and  precipitated  again 
with  alcohol, — this  solution  in  water  and  precipitating  with  alcohol  being^ 
repeated  a  few  times, — and  lastly  the  acid  is  treated  with  alcohol  and  ether. 

ScHMiEDEBEEG  prepared  the  acid  from  the  septum  narium  of  the  pig 
according  to  the  following  method :  The  finely  divided  cartilage  is  first  ex- 
posed to  artificial  pepsin  digestion  and  then  carefully  washed  with  water  and 
the  insoluble  residue  treated  with  2-3^  hydrochloric  acid.  This  cloudy 
liquid  containing  hydrochloric  acid  is  precipitated  with  alcohol  (about  J  vol.) 
and  the  clear  filtrate  treated  with  absolute  alcohol  and  some  ether.  The 
precipitate,  consisting  chiefiy  of  a  combination  or  a  mixture  of  chondroitin- 
sulphuric  acid  and  gelatin  peptone  (pepto-chondrin),  is  first  washed  with 
alcohol  and  then  with  water.  It  is  then  dissolved  in  alkaline  water  and  the 
basic  alkali  combination  precipitated  from  this  solution  by  the  addition  of 
alcohol,  whereby  the  gelatin-peptone  alkali  remains  in  solution.  The  pre- 
cipitate is  purified  by  repeated  solution  in  alkaline  water  and  precipitated  by 
alcohol.  To  obtain  chondroitin-sulphuric  acid  entirely  free  from  chondroitin 
it  is  more  advantageous  to  prepare  the  potassium-copper  combination  of  the 
acid  from  the  alkaline  solution  by  the  alternate  addition  of  copper  acetate 
and  caustic  potash  and  precipitating  with  alcohol.  The  reader  is  referred  to 
the  original  article  for  more  details. 

The  collagen  of  the  cartilage  gives,  according  to  Moener,  a  gelatin  which 
contains  only  16.4^  N  and  which  can  hardly  be  considered  identical  with 
ordinary  gelatin. 
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In  the  above-mentioned  cartilages  of  full-grown  animals  the  chondroitin- 
sulphuric  acid  and  chondromucoid,  perhaps  also  the  collagen,  are  found  sur- 
rounding the  cells  as  round  balls  or  lumps.  These  balls  (Moenek's  chondrin- 
halls),  which  give  a  blue  color  with  methyl-violet,  lie  in  the  meshes  of  a 
trabecular  structure,  which  is  colored  when  brought  in  contact  with  tro- 
paeolin. 

The  albuminoid  is  a  nitrogenized  body  which  contains  loosely  combined 
sulphur.  It  is  soluble  with  difficulty  in  acids  and  alkalies,  and  resembles 
keratin  in  many  respects,  but  differs  from  it  by  being  soluble  in  gastric  juice. 
In  other  respects  it  is  more  similar  to  elastin,  but  differs  from  this  substance 
by  containing  sulphur.  This  albuminoid  gives  the  color  reactions  of  the 
albuminous  bodies. 

The  preparation  of  cartilage-gelatin  and  albuminoid  may  be  performed 
according  to  the  following  method  of  Moenbe:  First  remove  the  chon- 
dromucoid  and  chondroitin-sulphuric  acid  by  extraction  with  dilute  caustic 
potash  (0.2-0.5^),  remove  the  alkali  from  the  remaining  cartilage  by  water, 
and  then  boil  with  water  in  a  Papin's  digester.  The  collagen  passes  into 
solution  as  gelatin,  while  the  albuminoid  remains  undissolved  (contaminated 
by  the  cartilage -cells).  The  gelatin  may  be  purified  by  precipitating  with 
sodium  sulphate,  which  must  be  added  to  saturation  in  the  faintly  acidified 
solution,  redissolving  the  precipitate  in  water,  dialyzing  well,  and  precipi- 
tating with  alcohol. 

According  to  Mokner,  no  albuminoid  is  found  in  young  cartilage,  but 
only  the  three  first-mentioned  constituents.  Nevertheless  the  young  carti- 
lage contains  about  the  same  amounts  of  nitrogen  and  mineral  substances  as 
the  old.  The  cartilage  of  the  ray  {Raja  batis  Lin.),  which  has  been  investi- 
gated by  LONNBEEG,'  contains  no  albuminoid  and  only  a  little  chondromu- 
coid,  but  a  large  proportion  of  chondroitin-sulphuric  acid  and  collagen. 

Hoppb-Seylbr  found  in  fresh  human  rib-cartilage  676.7  p.  m.  water, 
301.3  p.  m.  organic  and  22  p.  m.  inorganic  substance,  and  in  the  cartilage 
of  the  knee-joint  736.9  p.  m.  water,  248.7  p.  m.  organic,  and  15.4  p.  m. 
inorganic  substance.  Pickakdt  '  found  402-574  p.  m.  water  and  72.86  p.  m. 
ash  (no  iron)  in  the  laryngeal  cartilage  of  oxen.  The  ash  of  cartilage  con- 
tains considerable  amounts  (even  800  p.  m.)  of  alkali  sulphate,  which 
probably  does  not  exist  originally  as  such,  but  is  produced  in  great  part  by 
the  incineration  of  the  chondroitin-sulphuric  acid  and  the  chondromucoid. 
The  analyses  of  the  ash  of  cartilage  therefore  cannot  give  a  correct  idea  of 
the  quantity  of  mineral  bodies  existing  in  this  substance. 

The  Cornea.  Tho  corneal  tissue,  which  is  considered  by  many  investi- 
gators to  be  related  to  cartilage  in   a   chemical   sense,  contains  traces  of 

'  Maly's  Jahresber,  Bd.  19,  S.  325. 

'  Hoppe-Seyler,  cited  from  Kuhne's  Lehrbuch,  d.  physiol.  Chem.,  S.  387;  Pickardt, 
Centialbl.  f.  Physiol.,  Bd.  6.  S.  735. 
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proteid  and  a  collagen  as  chief  constituent,  which  C.  Th.  M  ener'  claims 
contains  16.95$^  N.  According  to  him  it  also  contains  a  mucoid  which  has 
the  composition  C  50.16,  H  6.97,  N  12.79,  and  S  2.07^.  On  boiling  with 
■dilute  mineral  acid  this  mucoid  yields  a  reducing  substance.  The  globulins 
found  by  other  investigators  in  the  cornea  are  not  derived  from  the  matrix, 
according  to  Moenek,  but  from  the  layer  of  epithelium.  According  to 
MoRNER,  Descemet's  membrane  consists  of  memiranin  (page  48),  which 
contains  14.77^  N"  and  0.90^  S. 

In  the  cornea  of  oxen  His"  found  758.3  p.  m.  water,  303.8  p.  m.  gela- 
tin-forming substance,  28.4  p.  m.  other  organic  substance,  besides  8.1  p.  m. 
soluble  and  1.1  p.  m.  insoluble  salts. 

III.    Bone. 

The  bony  structure  proper,  when  free  from  other  formations  occurring 
in  bones,  such  as  marrow,  nerves,  and  blood-vessels,  consists  of  cells  and  a 
matrix. 

The  cells  have  not  been  closely  studied  in  regard  to  their  chemical  con- 
stitution. On  boiling  with  water  they  yield  no  gelatin.  They  contain  no 
keratin,  which  is  not  usually  present  in  the  bony  structure  (Herbert 
Smith  '),  but  they  may  contain  a  substance  which  is  similar  to  elastin. 

The  matrix  of  the  bony  structure  contains  two  chief  constituents, 
namely,  an ''organic  substance,  ossein,  and  the  so-called  lone-earths,  lime- 
salts,  enclosed  in  or  combined  with  it.  If  bones  are  treated  with  dilute 
hydrochloric  acid  at  the  ordinary  temperature,  the  lime-salts  are  dissolved 
and  the  ossein  remains  as  an  elastic  mass,  preserving  the  shape  of  the  bone. 
This  ossein  is  generally  considered  identical  with  the  collagen  of  the  con- 
nective tissue. 

The  inorganic  constituents  of  the  bony  structure,  the  so-called  ione- 
■earths,  which  remain  after  the  complete  calcination  of  the  organic  sub- 
stance as  a  white,  brittle  mass,  consist  chiefly  of  calcium  and  phosphoric 
acid,  but  also  contain  carbon  dioxide  and,  in  smaller  amounts,  magnesium, 
chlorine,  and  fluorine.  Alkali  sulphate  and  iron,  which  have  been  found 
in  bone-ash,  do  not  seem  to  belong  exactly  to  the  bony  substance,  but  to 
the  nutritive  fluids  or  to  the  other  constituents  of  bones.  The  traces  of 
sulphate  occurring  in  the  bone-ash  is  derived,  according  to  Morner,'  from 
the  chctodroitin-sulphuric  acid.  According  to  Gabriel'  potassium  and 
sodium  are  essential  constituents  of  bone-earth. 

'  Zeitschr.  f .  physiol.  Chem. ,  BJ.  18. 

»  Cited  from  Gamgee,  Physiol.  Ciiem.,  1880,  p.  451. 

J  Zeitsclir.  f.  Biologie,  Bd.  19. 

*  Zeitsclir.  f.  physiol.  Chem.,  Bd.  23. 

'  Ibid. ,  18,  which  also  contains  the  pertinent  literature. 
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The  opinions  of  inYestigators  differ  somewhat  as  to  the  manner  in 
which  the  mineral  bodies  of  the  bony  structure  are  combined  with  each 
other.  Chlorine  and  fluorine  are  present  in  the  same  form  as  in  apatite 
(OaFl^SCajFjO,).  If  we  eliminate  the  magnesium,  the  chlorine,  and  the 
fluorine,  the  last,  according  to  GtABEIBL,  occurring  only  as  traces,  the 
remaining  mineral  bodies  form  the  combination  3(Ca3P,0,)CaC03.  Accord- 
ing to  Gabeiel,  the  simplest  expression  for  the  composition  of  the  ash  of 
bones  and  teeth  is  (Ca,(POJ,  +  Ca.HP,0„  +  Aq),  in  which  3-3^  of  the 
lime  is  replaced  by  magnesia,  potash,  and  soda,  and  4—6^  of  the  phosphoric 
acid  by  carbon  dioxide,  chlorine,  and  fluorine. 

Analyses  of  bone-earths  have  shown  that  the  mineral  constituents  exist  in. 
rather  constant  proportions,  which  is  nearly  the  same  in  different  animals. 
As  example  of  the  composition  of  bone-earth  we  give  here  the  analyses  of. 
Zalesky."     The  figures  represent  parts  per  thousa,nd. 

MaD.  Ox.  Tortoise.  Guinea-pig. 

Calcium  phosphate,  CasPjOa 838.9  860.9  859.8  873.8 

Magnesium  phosphate,  MgsPaOs 10.4  10.3  13.6  10.5 

Calcium  combined  with  CO2,  Fl,  andjCl 76.5  73.6  63.2  70.3 

CO, 57.3  63.0  53.7 

■    :  Chlorine 1.8  2.0  ....  1.3 

Fluorine 2.3  3.0  3.0 

Some  of  the  COj  is  always  lost  on  calcining,  so  that  the  bone-ash  does  not  contain 
the  entire  CO2  of  f.he  bony  substance. 

Ad.  Oaekot  '  found  the  following  composition  for  the  bone-ash  of  man, 
ox,  and  elephant: 

Man.  Ox.         Elephant. 

Femur       Femur         Femur.       Femur, 
(body).       (head). 

Calcium  phosphate 874.5  878.7  857.3  900.3 

Magnesium  phosphate , 15.7  17.5  15.3  19.6 

Calcium  fluoride.  , 3.5  3.7  4.5  4.7 

Calcium  chloride 2.3  3.0  3.0  2.0 

Calcium  carbonate 101.8  93.3  119.6  73.7 

Iron  oxide 1.0  1.3  1.3  1.5 

The  quantity  of  organic  substance  in  the  bones,  calculated  from  the  loss 
of  weight  in  burning,  varies  somewhat  between  300  and  520  p.  m.  This 
variation  may  in  part  be  explained  by  the  difficulty  in  obtaining  the  bony 
substance  entirely  free  from  water,  and  partly  by  the  very  variable  amount 
of  blood-vessels,  nerves,  marrow,  and  the  like,  in  different  bones.  The 
unequal  amounts  of  organic  substance  found  in  the  compact  and  in  the 
spongy  parts  of  the  same  bone,  as  well  as  in  bones  at  different  periods 
of  development  in  the  same  animal,  depend  probably  upon  the  varying 
quantities  of  these  above-mentioned  formations.  Dentin,  which  is  compara- 
tively pure  bony  structure,  contains  only  260-280  p.  m.  organic  substance, 
and  Hoppe-Setlee  '  therefore  thinks  it  probable  that  entirely  pure  bony 

'  Hoppe-Seyler,  Med.  ehem.  Untersuch.,  S.  19. 
'  Comp.  rend.,  Tome  114. 
•  Physiol.  Chem.,  S.  103-104. 
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substance  has  a  constant  composition  and  contains  only  about  350  p.  m. 
organic  substance.  The  question  whether  these  substances  are  chemically 
combined  with  the  bone-earths  or  only  intimately  mixed  has  not  been 
decided. 

The  uutiitive  fluids  wlilch  circulate  through  the  bones  have  not  been  isolated,  and 
•we  only  know  that  they  contain  some  proteid  and  some  NaCland  alkali  sulphate.  The 
yellow  marrow  contains  chiefly  fat,  which  consists  of  oleiu,  p&lmitin,  and  stearin. 
Proteid  has  been  found  especially  in  the  so-called  red  marrow  of  the  spongy  bones. 
According  to  Foerbst  the  proteid  consists  of  a  globulin  coagulating  at  47-50°  C,  and 
a  nucleo -albumin  with  1.6^  phosphorus  (Hallibueton '),  besides  traces  of  albumin. 
Besides  this  the  marrow  contains  so-called  extractive  bodies,  such  as  lactic  acid, 
hypoxanthin,  and  cholesterin,  but  mostly  bodies  of  an  unknown  character. 

The  diverse  quantitative  composition  of  the  various  bones  of  the  skeleton 
depends  probably  on  the  varying  quantities  of  other  formations,  such  as 
marrow,  blood-vessels,  etc.,  they  contain.  The  same  reason  explains,  to 
all  appearances,  the  larger  quantity  of  organic  substance  in  the  spongy  parts 
of  the  bones  as  compared  with  the  more  compact  parts.  Schkodt  '  has  made 
comparative  analyses  of  different  parts  of  the  skeleton  of  the  same  animal 
(dog),  and  has  found  an  essential  difference.  The  quantity  of  water  in  the 
fresh  bones  varies  between  138  and  443  p.m.  The  bones  of  the  extremities 
and  the  skull  contain  138-222,  the  vertebrae  168-443,  and  the  ribs  324-356 
p.  m.  water.  The  quantity  of  fat  varies  between  13  and  269  p.  m.  The 
largest  amount  of  fat,  256-269  p.  m.,  is  found  in  the  long  tubular  bones, 
while  only  13-175  p.  m.  fat  is  found  in  the  small  short  bones.  The  quan- 
tity of  organic  substance,  calculated  from  fresh  bones,  was  150-300  p.  m., 
and  the  quantity  of  mineral  substances  290-563  p.  m.  Contrary  to  the 
general  supposition  the  greatest  amount  of  bone-earths  was  not  found  in  the 
femur,  but  in  the  first  three  cervical  vertebrae.  In  birds  the  tubular  bones 
are  richer  in  mineral  substances  than  in  the  flat  bones  (During),  and  the 
greatest  quantity  of  mineral  bodies  has  been  found  in  the  humerus  (Hillee, 
During  '). 

We  do  not  possess  trustworthy  statements  in  regard  to  the  composition 
of  bones  at  different  ages.  According  to  the  analyses  by  E.  Voit  of  bones 
of  dogs  and  by  Brubachee  of  bones  of  children,  we  learn  that  the  skeleton 
becomes  poorer  in  water  and  richer  in  ash  with  increase  in  age.  Geaffen- 
BBRGEE  *  has  found  in  rabbits  6^7-J  years  old  that  the  bones  contained  only 
140-170  p,  m.  water,  while  the  bones  of  the  full-grown  rabbit  2-4  years  old 
contained  200-240  p.  m.  The  bones  of  old  rabbits  contain  more  carbon 
dioxide  and  less  calcium  phosphate. 

'  Forrest,  Journ.  of  Physiol.,  Vol.  17  ;    Halliburton,    ibid..  Vol.  18. 

"Landwirthsch.  Versuchsstat.,  Bd.  19.     Cited  from  Maly's  Jahresber.,  Bd.  6. 

'  Hiller,  cited  from  Maly's  Jahresber.,  Bd.  14  j  Dilring,  Zeitschr.  f.  physiol.  chem., 
Bd.  23. 

'  Voit,  Zeitschr.  f.  Biologic,  Bd.  16 ;  Brabacher,  ibid.,  Bd.  37 ;  GraflEenberger  in 
Maly's  Jahresber.,  Bd.  21. 
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The  composition  of  bonea  of  animals  of  different  species  is  but  little  known.  The 
bones  of  birds  contain,  as  a  rnle,  somewhat  more  water  than  those  of  mammalia,  and 
the  bones  of  fishes  contain  the  largest  quantity  of  water.  The  bones  of  fishes  and  amphib- 
ians contain  a  greater  amount  of  organic  substance.  The  bones  of  pachyderms  and 
cetaceans  contain  a  large  proportion  of  calcium  carbonate  ;  those  of  granivorous  birds 
always  contain  silicic  acid.  The  bone-ash  of  amphibians  and  fishes  contains  sodium 
sulphate.  The  bones  of  fishes  seem  to  contain  more  soluble  salts  than  the  bones  of  other 
animals. 

A  great  many  experiments  have  been  made  to  determine  the  exchange  of 
material  in  the  hones — for  instance,  with  food  rich  in  lime  and  with  food 
deficient  in  lime — but  the  results  have  always  been  doubtful  or  contradic- 
tory. The  attempts,  also,  to  substitute  other  alkaline  earths  or  clay  for  the 
lime  of  the  bones  have  given  contradictory  results.'  On  the  administration 
of  madder  the  bones  of  the  animal  are  found  to  be  colored  red  after  a  few 
days  or  weeks  ;  but  these  experiments  have  not  led  to  any  positive  conclu- 
sion in  regard  to  the  growth  or  metabolism  in  the  bones. 

Under  pathological  conditions,  as  in  rachitis  and  softening  of  the  bones, 
an  ossein  has  been  found  which  does  not  give  any  typical  gelatin  on  boiling 
with  water.  Otherwise  pathological  conditions  seem  to  affect  chiefly  the 
quantitative  composition  of  the  bones,  and  especially  the  relationship  be- 
tween the  organic  and  the  inorganic  substance.  In  exostosis  and  osteosclerosis 
the  quantity  of  organic  substance  is  generally  increased.  In  rachitis  and 
osteomalacia  the  quantity  of  bone-earths  is  considerably  increased.  At- 
tempts have  been  made  to  produce  rachitis  in  animals  by  the  use  of  food  de- 
ficient in  lime.  From  experiments  on  fully  developed  animals  contradictory 
results  have  been  obtained.  In  young,  undeveloped  animals  Ekwin  Voit  ' 
produced,  by  lack  of  lime-salts,  a  change  similar  to  rachitis.  In  full-grown 
animals  the  bones  were  changed  after  a  long  time  because  of  the  lack  of 
lime-salts  in  the  food,  but  did  not  become  soft,  only  thinner  (osteoporosis). 
The  experiments  of  removing  the  lime-salts  from  the  bones  by  the  addition 
of  lactic  acid  to  the  food  have  led  to  no  positive  results  (Heitzman'n,  HeisS) 
Baginsky).'  Weiskb,  on  the  contrary,  has  shown, by  administering  dilute 
sulphuric  acid  or  monosodium  phosphate  with  the  food  (presupposing,  that 
the  food  gave  no  alkaline  ash)  to  sheep  and  rabbits,  that  the  quantity  of 
mineral  bodies  in  the  bones  might  be  diminished.  On  feeding  continuously 
for  a  long  time  with  a  food  which  yielded  an  acid  ash  (cereal  grains)  Weiskb 
has  observed  a  diminution  in  the  mineral  substances  of  the  bones  in  full- 
grown  herbivora.  *  A  few  investigators  are  of  the  opinion  that  in  rachitis,  as 
in  osteomalacosis,  a  solution  of  the  lime-salts  by  means  of  lactic  acid  takes 

'  See  H.  Welske,  Zeitschr.  f.  Biologic,  Bd.  31. 

« Zeitschr.  f.  Biologic,  Bd.  16. 

'Heltzmann,  Maly's  Jahresber.,  Bd.  3,  S.  239  ;  Heiss,  Zeitchr.  f.  Biologie,  Bd.  13; 
Baginsky,  Virchow's  Arch,,  Bd.  87. 

*See  Maly's  Jahresber.,  Bd.  33;  also  Weiske,  Zeitschr.  f.  physiol.  Chem.,  Bd.  20, 
aud  Zeitschr.  f.  Biologie,  Bd.  31. 
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place.     This  was  suggested  by  the  fact  that  0.  Webek  and  C.  Schmidt 
found  lactic  acid  in  the  cyst-like,  altered  bony  substance  in  osteomalacia. 

Well-known  investigators  have  disputed  the  possibility  of  the  lime-salts 
being  washed  from  the  bones  in  osteomalacosis  by  means  of  lactic  acid.  They 
have  given  special  prominence  to  the  fact  that  the  lime-salts  held  in  solution 
by  the  lactic  acid  must  be  deposited  on  neutralization  of  the  acid  by  the 
alkaline  blood.  This  objection  is  not  very  important,  as  the  alkaline  stream 
of  blood  has  the  property  to  a  high  degree  of  holding  earthy  phosphates  in 
solution,  which  can  be  easily  proved.  The  recent  investigations  of  Levy  ' 
contradict  the  statement  as  to  the  solution  of  the  lime-salts  by  lactic  acid  in 
osteomalacia.  He  has  found  that  the  normal  relationship  6P0,  :  lOCa  is 
retained  in  all  parts  of  the  bones  in  osteomalacia,  which  would  not  be  the 
case  if  the  bone-earths  were  dissolved  by  an  acid.  The  decrease  in  phos- 
phate occurs  in  the  same  quantitative  relationship  as  the  carbonate,  and 
according  to  Lett  in  osteomalacia  the  exhaustion  of  the  bone  takes  place 
by  a  decalcification  in  which  one  molecule  of  phosphate  carbonate  after  the 
other  is  removed. 

In  rachitis  the  quantity  of  organic  matter  has  been  found  to  vary  between  664  and 
811  p.  m.  The  quantity  of  inorganic  substance  was  189-336  p.  m.  These  figures  refer 
to  tlie  dried  substance.  According  to  Bihjbachek  rachitic  bones  are  richer  in  water 
thau  the  bones  of  healthy  children,  and  poorer  in  mineral  bodies,  especially  calcium 
phosphate.  In  opposition  to  rachitis,  osteomalacos's  is  often  characterized  by  the  con- 
siderable amount  of  fat  in  the  bones,  230-290  p.  m.  ;  but  as  a  rule  the  compositiou  varies 
so  much  that  the  analyses  are  of  little  value.  In  a  case  of  osteomalacosis  Chabri^  '  found 
a  larger  quantity  of  magnesium  than  calcium  in  a  bone.  The  ash  contained  417  p.  m. 
phosphoric  acid,  222  p.  m.  lime,  269  p.  m.  magnesia,  and  86  p.  m.  carbon  dioxide. 

The  tooth-striicture  is  nearly  related,  from  a  chemical  standpoint,  to  the 
bony  structure. 

Of  the  three  chief  constituents  of  the  teeth,  dentin,  enamel,  and  cement, 
the  last-mentioned,  the  cement,  is  to'  be  considered  as  true  bony  structure, 
and  as  such  has  already  been  discussed  to  some  extent.  Dentin  has  the 
same  composition  as  the  bony  structure,  but  contains  somewhat  less  water. 
The  organic  substance  yields  gelatin  on  boiling;  but  the  dental  tubes  are 
not  dissolved,  therefore  they  cannot  consist  of  collagen.  In  dentin  260-280 
p.  m.  organic  substance  has  been  found.  Enamel  is  an  epithelium  forma- 
tion containing  a  large  proportion  of  lime-salts.  The  organic  substance  of 
the  enamel  does  not  yield  any  gelatin.  Completely  developed  enamel  con- 
tains the  least  water,  the  greatest  quantity  of  mineral  substances,  and  is  tha 
hardest  of  all  the  tissues  of  the  body.  In  full-grown  animals  it  contains 
hardly  any  water,  and  the  quantity  of  organic  substance  amounts  to  only 
20-40  p.  m.     According  to  Tomes*  the  enamel  contains  no  measurable 

Cited  from  v.  Gorup-Besancz,  Lehrb.  d.  physiol.  Chem.,  4.  Aufl. 
'Zeitschr.  f.  physiol.  Chem.,  Bd.  19. 

aChabrig,  "Les  phenomfines  chim.  de  rosBiflcation,"  Paris,  1895,  p.  65. 
*  Journ.  of  Physiol.,  Vol.  19. 
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amounts  of  organic  matter,  and  wiiat  used  to  be  called  organic  matter  (loss 
by  weight  in  incineration)  he  considers  only  water.  The  relative  amounts 
of  calcium  and  phosphoric  acid  are,  according  to  the  analyses  of  Hoppe- 
Seyler,  about  the  same  as  in  bone-earths.  The  quantity  of  chlorine  ac- 
cording to  Hope-Setler'  is  remarkably  high,  0.3-0.5j^. 

Carnot/ who  has  investigated  the  dentiu  from  elephants,  has  found  4.3  p.  m.  calcium 
fluoride  in  the  ash.  In  ivory  he  found  only  2.0  p.  m.  Dentin  from  elephants  is  rich 
in  magnesium  phosphate,  which  is  more  marked  iu  ivory. 

According  to  G-ABRTEL  the  amount  of  fluorine  is  very  small  and  amounts 
to  1  p.  m.  iu  ox-teeth.  It  is  no  greater  in  the  teeth  and  enamel  than  in 
the  bones.  According  to  Gabriel  the  phosphates  are  strikingly  small  in 
the  enamel,  and  in  the  teeth  considerable  lime  is  replaced  by  magnesia. 

IV.   The  Fatty  Tissue. 

The  membranes  of  the  fat-cells  withstand  the  action  of  alcohol  and 
ether.  They  are  not  dissolved  by  acetic  acid  nor  by  dilute  mineral  acids, 
but  are  dissolved  by  artificial  gastric  juice.  They  may  possibly  consist  of  a  sub- 
stance closely  related  to  elastin.  The  fat-cells  contain,  besides  fat,  a 
yellow  pigment  which  in  emaciation  does  not  disappear  so  rapidly  as  the 
fat;  and  this  is  the  reason  that  the  subcutaneous  cellular  tissue  of  an 
emaciated  corpse  has  a  dark  orange-red  color.  The  cells  deficient  in  or 
nearly  free  from  fat,  which  remain  after  the  complete  disappearance  of  the 
latter,  seem  to  have  an  albuminous  protoplasm  rich  in  water. 

The  less  water  the  fatty  tissue  contains  the  richer  it  is  in  fat.  Sohulze 
and  EEiifECKE'  found  in  1000  parts: 

Water.  Membrane.  Fat. 

Fatty  tissue  of  oxen i  99.7  16.6  883.7 

"      •'    sheep 104.8  16.4  878.8 

"       "    pigs 64.4  13.6  923.0 

The  fat  contained  in  the  fat-cells  consists  chiefly  of  triglycerides  of 
stearic,  palmitic,  and  oleic  acids.  Besides  these,  especially  in  the  less  solid 
kinds  of  fats,  there  are  glycerides  of  other  fatty  acids.  (See  Chapter  IV.) 
In  all  animal  fats  there  are  besides  these,  as  HoPMAiirK '  has  shown,  also 
free,  non-volatile  fatty  acids,  although  in  very  small  amounts. 

Human  fat  in  adults  is  rich  in  olein  (about  70^).  In  new-born  infants  it 
is,  according  to  Knopfelmachee,"  poorer  in  oleic  acid  than  in  adults,  as  it 
amounts  to  only  about  43. 3j^  of  the  total  fatty  acids.  The  oleic  acid  then 
increases  until  the  end  of  the  first  year,  when  it  is  the  same  as  in  adults 
(65 j^).     The  fat  of  the  domestic  animals  has,  according  to  Amthor  and 

'  Physiol.  Cham.,  p.  180. 

'  Compt.  rend..  Tome  114. 

»  Annal.  d.  Chem.  u.  Pharm. ,  Bd.  142. 

*Ludwig-Pestschrift,  1874.     Leipzig. 

'See  foot-note  1,  page  93. 
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ZiNK,'  a  less  oily  consistency  and  a  lower  iodine  and  acetyl  equivalent  than 
the  corresponding  fat  of  wild  animals.  The  fat  of  cold-blooded  animals  is 
remarkably  rich  in  olein. 

The  properties  of  fats  in  general,  and  the  three  most  important  varieties 
of  fat,  have  already  been  treated  of  in  a  previous  chapter,  hence  the  forma- 
tion of  the  adipose  tissue  is  of  chief  interest  at  this  time. 

The  formation  of  fat  in  the  organism  maj  occur  in  various  ways.  The 
fat  of  the  animal  body  may  consist  partly  of  absorbed  fat  of  the  food  de- 
posited in  the  tissues,  and  partly  of  fat  formed  in  the  organism  from  other 
bodies,  such  as  proteids  or  carbohydrates. 

That  the  fat  of  the  food  which  is  absorbed  in  the  intestinal  canal  may  be 
retained  by  the  tissues  has  been  shown  in  several  ways.  Radziejewski, 
Lebedeff,  and  Munk  '  have  fed  dogs  with  various  fats,  such  as  linseed-oil, 
mutton-tallow,  and  rape-seed-oil,  and  have  afterwards  found  the  adminis- 
tered fat  in  the  tissues.  Hofmann  starved  dogs  until  they  appeared  to  have 
lost  their  fat,  and  then  fed  them  upon  large  quantities  of  fat  and  only  little 
proteids.  When  the  animals  were  killed  he  found  so  large  a  quantity  of  fat 
that  it  could  not  have  been  formed  from  the  administered  proteids  alone, 
but  the  greatest  part  must  have  been  derived  from  the  fat  of  the  food. 
Pbttenkofek  and  Voit  '  arrived  at  similar  results  in  regard  to  the  behavior 
of  the  absorbed  fats  in  the  organism,  though  their  experiments  were  of 
another  kind.  Munk  *  has  found  that  on  feeding  with  free  fatty  acids  these 
are  deposited  in  the  tissues,  not,  however,  as  such;  but  they  are  transformed 
by  synthesis  with  glycerin  into  neutral  fats  on  their  passage  from  the  intes- 
tine to  the  thoracic  duct.  Cokonedi  and  Maechetti  and  especially  Wiif- 
TEKNiTZ '  have  recently  shown  that  the  iodized  fat  is  taken  up  in  the  in- 
testinal tract  and  deposited  in  the  various  organs. 

Proteids  and  carbohydrates  are  considered  as  the  mother-substance  of  the 
lats  formed  in  the  organism. 

The  formation  of  the  so-called  corpse-wax,  adipocere,  which  consists  of  a 
mixture  of  fatty  acids,  ammonia,  and  lime-soaps,  from  parts  of  the  corpse  rich 
in  proteids,  is  sometimes  given  as  a  proof  of  the  formation  of  fats  from  pro- 
teids. The  accuracy  of  this  view  has,  however,  been  disputed,  and  many 
other  explanations  of  the  formation  of  this  substance  have  been  offered. 
According  to  the  recent  experiments  of  Kkattee  and  K.  B.  Lehmann  it 
seems  as  if  it  were  possible  by  experimental  means  to  convert  animal  tissue  rich 
in  proteids  (muscles)  into  adipocere  by  the  continuous  action  of  water.     Irre- 

>  Zeitschr.  f.  analyt.  Chem.,  Bd.  36. 

» Radiejewski,  Virchow's  Arch.,  Bd.  43  ;  Munk,  iUd.,  Bd.  95  ;  Lebedeff,  Pfluger's 
Arch.,Bd.  31. 

sHofEmann,  Zeitschr.  f.  Biologie,  Bd.  8;  Peltenkofer  and  Voit,  ilid.,  Bd.  9. 

*  Virchow's  Arch.  Bd.  80. 

*  Coronedi  and  Marchetti,  cited  by  Winternitz,  Zeitschr.  f.  physlol.  Chem.,  Bd.  24. 
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spective  of  this,  Salkowski  '  has  shown  recently  that  in  the  formation  of  adi- 
pocere  the  fat  itself  takes  part  in  that  the  olein  decomposes  with  the  forma- 
tion of  solid  fatty  acids;  still  it  must  be  considered  that  lower  organisms 
undoubtedly  take  part  in  its  formation.  The  production  of  adipocere  as  a 
proof  of  the  formation  of  fat  from  proteids  is  disputed  by  many  investigators 
for  this  and  other  reasons. 

Patty  degeneration  is  another  proof  of  the  formation  of  fat  from  pro- 
teids. Prom  the  investigations  of  Bauer  on  dogs  and  Leo  on  frogs  we  must 
admit  that  at  least  in  acute  poisoning  by  phosphorus  a  fatty  degeneration 
with  the  formation  of  fat  from  proteids  takes  place.  Pelugbk  '  has  raised 
such  strong  arguments  against  the  older  researches  as  well  as  the  more 
recent  of  Polimanti,  who  claims  to  have  shown  the  formation  of  fat  from 
proteids  in  phosphorus  poisoning,  that  we  cannot  consider  the  formation  of 
fat  as  conclusively  proved. 

Another  more  direct  proof  for  the  formation  of  fat  from  proteids  has 
been  given  by  HoFMANif.'  He  experimented  with  fly-maggots.  A  number 
of  these  were  killed  and  the  quantity  of  fat  determined.  The  remainder 
were  allowed  to  develop  in  blood  whose  proportion  of  fat  had  been  previously 
determined,  and  after  a  certain  time  they  were  killed  and  analyzed.  He 
found  in  them  from  7  to  11  times  as  much  fat  as  in  the  maggots  first 
analyzed  and  the  blood  together  contained.  Pflitger  "  has  made  the  objec- 
tion that  a  considerable  number  of  lower  fungi  develop  in  the  blood  under 
these  conditions,  and  these  serve  as  food  for  the  maggots  and  in  whose  cell- 
body  fats  and  carbohydrates  are  formed  from  the  different  constituents  of 
the  blood  and  their  decomposition  products. 

As  a  more  direct  proof  of  fat-formation  from  proteids  the  investigations 
of  Pettenkofbe  and  Voit  *  are  often  quoted.  These  investigators  fed  dogs 
with  large  quantities  of  meat  containing  the  least  possible  proportion  of  fat> 
and  found  all  of  the  nitrogen  in  the  excreta,  but  only  a  part  of  the  carbon.. 
As  an  explanation  of  these  conditions  it  has  been  assumed  that  the  proteid 
of  the  organism  splits  into  a  nitrogenized  and  a  non-nitrogenized  part,  the 
former  changing  into  the  nitrogenized  final  product,  urea,  the  other,  on  the 
contrary,  being  retained  in  the  organism  as  fat  (Pettenkoebr  and  Voit)  . 

Pfluger  '  has  arrived  at  the  following  conclusion  by  an  exhaustive  criti- 
cism of  Pettenkoebe  and  Yoit's  experiments  and  a  careful  recalculation 
of  their  balance-sheet,  namely,  that  these  very  meritorious  investigations^ 

'  Kratter,  Zeitschr.  f .  Biologie,  Bd.  16 ;  Lehmaun,  Sitzungsber.  d.  WUrzburg.  phys.- 
med.  Gesellsch.,  1888.     Salkowski,  Vircliow-Festschrift,  1891. 

'  Bauer,  Zeitschr.  f.  Biologie,  Bd.  7;  Leo,  Zeitschr.  f.  physiol.  Chem.,  Bd.  9;  Polimanti, 
Pfluger's  Arch.,  Bd.  70  ;  PflUger,  Pflilger's  Arch.,  Bdd.  51  and  71. 

^Zeithschr.  f.  Biologie,  Bd.  8. 

■•Liebig's  Anal.,  Suppl.  3,  and  Zeitschr.  f.  Biologie,  Bdd.  5  and  7. 

'Pflager's  Arch.,  Bd.  51. 
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■which  were  continued  for  a  series  of  years,  were  subject  to  such  great  defects 
that  they  are  not  conclusive  as  to  the  formation  of  fat  from  proteids.  He 
especially  emphasizes  the  fact  that  these  investigators  started  from  a  wrong 
assumption  as  to  the  elementary  composition  of  the  meat,  and  that  the 
quantity  of  nitrogen  assumed  by  them  was  too  low  and  the  quantity  of 
carbon  too  high.  The  relationship  of  nitrogen  to  carbon  in  meat  poor  in  fat 
was  assumed  by  VoiT  to  be  as  1  :  3.68,  while  according  to  Pfluger  it  is 
1  :  3.22  for  fat-free  meat  after  deducting  the  glycogen,  and  according  to 
EuBKEK  1  :  3.28  without  deducting  the  glycogen.  On  recalculating  the 
experiments  using  these  coefficients,  Pfluger  has  arrived  at  the  conclusion 
that  the  assumption  as  to  the  formation  of  fat  from  proteids  finds  no  support 
jn  these  experiments. 

In  opposition  to  these  objections  B.  Voit  and  M.  Ceembr  have  made 
new  feeding  experiments  to  show  the  formation  of  fat  from  proteids,  but  the 
proof  of  these  recent  investigations  has  been  denied  by  Pfluger.'  On 
feeding  a  dog  on  meat  poor  in  fat  (containing  a  known  quantity  of ,  ether 
extractives,  glycogen,  nitrogen,  water  and  ash),  Kumagawa"  could  not  prove 
the  formation  of  fat  from  proteids.  According  to  him  the  animal  body 
under  normal  conditions  has  not  the  power  of  forming  fat  from  proteid. 

Several  Prench  investigators,  especially  Chauveau,  Gautiek  and  Kauf- 
mans,' consider  the  formation  of  fat  from  proteids  as  positively  proved. 
Kaufmann  has  recently  substantiated  this  view  by  a  method  which  will 
be  spoken  of  in  detail  in  Chapter  XVIII,  in  which  he  studied  the  nitro- 
gen elimination  and  the  respiratory  gas-exchange  in  conjunction  with  the 
simultaneous  formation  of  heat. 

As  we  are  agreed  that  carbohydrates,  glycogen,  as  well  as  sugar,  can  be 
formed  from  proteids,  we  cannot  deny  the  fact  that  possibly  an  indirect 
formation  of  fat  from  proteids,  with  a  carbohydrate  as  an  intermediate  step, 
can  take  place.  The  possibility  of  a  direct  fat  formation  from  proteids  with- 
out the  carbohydrate  as  intermediary  must  also  be  generally  admitted,  al- 
though such  a  formation  has  not  been  conclusively  proved. 

According  to  Chauveau  and  Kaufmann,  in  the  direct  formation  of  fat 
from  proteids  the  fat  is  formed,  besides  urea,  carbon  dioxide,  and  water,  as  an 
intermediary  product  in  the  oxidation  of  the  proteids,  while  GtAUTIEe  con- 
siders the  formation  of  fat  from  proteids  as  a  cleavage  without  taking  up 
oxygen.     Drechsel*  has  called  attention  to  the  fact  that  the  proteid  mole- 

'Voit,  Mllnch.  med.  Wochenschr.,  1892,  cited  from  Maly's  Jahresber.,  Bd.  22;. 
Cremer,  Milnch.  med.  "Wochenschr.,  1897;  Pflilger  in  Pflilger'g  Arch.,  Bd.  68. 

•  In  regard  to  the  question  as  to  the  formation  of  fat  from  proteid  in  the  animal  body- 
see  Communications  of  the  Med.  Faculty  of  the  Imperial  University  of  Japan,  Tokio, 
Vol.  3,  1894. 

'  Kauf mann,  Arch,  de  Physiol.  (5),  Tome  8,  which  also  cites  the  works  of  Chauveau 
and  Gautier. 

■«  Ladenburg's  Handw8rterbuch  der  Chem.,  Bd.  3,  S.  543. 
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cule  probably  originally  contains  no  radical  with  more  than  six  or  nine  carbon 
atoms.  If  fat  is  formed  from  proteid  in  the  animal  body,  then,  according 
to  Dbechsel,  such  formation  is  not  a  splitting  ofE  of  fat  from  the  proteids, 
but  rather  a  synthesis  from  primarily  formed  cleavage  products  of  proteids 
which  are  deficient  in  carbon. 

The  formation  of  fat  from  carloliydrates  in  the  animal  body  was  first 
suggested  by  Liebig.  This  was  comba'ted  for  some  time,  and  until  lately  it 
was  the  general  opinion  that  a  direct  formation  of  fat  from  carbohydrates 
had  not  been  proved,  but  also  that  it  was  improbable.  The  undoubtedly 
great  influence  of  the  carbohydrates  on  the  formation  of  fat  as  observed  and 
proven  by  Liebig  was  explained  by  the  statement  that  the  carbohydrates 
were  consumed  instead  of  the  absorbed  fat  or  that  derived  from  the  proteids, 
hence  they  have  a  sparing  action  on  the  fat.  By  means  of  a  series  of  nutri- 
tion experiments  with  foods  especially  rich  in  carbohydrates,  Lawes  and 
Gilbert,  Sohxlet,  Tschbewinskt,  Meissl  and  Stkomee  (on  pigs),  B. 
ScHULTZE,  Chaniewski,  E.  Voit  and  C.  Lehmank  (on  geese),  I.  Munk 
and  M.  Eubnee  and  Lummeet'  (on  dogs)  apparently  prove  that  a  direct 
formation  of  fat  from  carbohydrates  does  actually  occur.  The  processes  by 
which  this  formation  takes  place  are  still  unknown.  As  the  carbohydrates 
do  not  contain  as  complicated  carbon  chains  as  the  fats,  the  formation  of  fat 
from  carbohydrates  must  consist  of  a  synthesis,  in  which  the  group  CHOH 
is  converted  into  CH^;  also  a  reduction  must  take  place. 

After  feeding  with  very  large  quantities  of  carbohydrates  the  relation- 
ship between  the  inspired  oxygen  and  the  expired  carbon  dioxide,  i.e.,  the 

CO 

respiratory  quotient  —fr-,  waa  found  greater  than  1  in  certain  cases  (Han- 
riot  and  RiCHET,  Bleibtreu,  Kaufmann',  Laulakie').  This  is  explained 
by  the  assumption  that  the  fat  is  formed  from  the  carbohydrate  by  a  cleavage 
setting  free  carbon  dioxide  and  water  without  taking  up  oxygen.  This  in- 
crease in  the  respiratory  quotient  also  depends  in  part  on  the  increased  com- 
bustion of  the  carbohydrate  (see  Chapter  XVIII). 

"When  food  contains  an  excess  of  fat  the  superfluous  amount  is  stored  up 
in  the  fatty  tissue,  and  on  partaking  of  food  deficient  in  fat  this  accumula- 
tion is  quickly  exhausted.     There  is  perhaps  not  one  of  the  various  tissues 

'  Lawes  and  Gilbert,  Phil.  Transactions,  1859,  part  2;  Soxhlet,  see  Maly's  Jahresber., 
Bd.  11,  S.  51;  Tscherwiusky,  Landwirthsch.,  Versuchsstaat,  Bd.  29  (cited  from  Maly's 
Jahresber. ,  Bd.  13);  Meissl  and  Stromer,  Wien.  Sitzungsber.,  Bd.  88,  Abth.  3;  Schultze, 
Maly's  Jahresber.,  Bd.  11,  S.  47;  Chaniewskl,  Zeitschr.  f.  Biologie,  Bd.  20;  Voit  and 
Lehmann,  see  C.  v.  Voit,  Sitzungsber.  d.  k.  bayer.  Akad.  d.  Wissensch.,  1885;  I.  Munk, 
Virchow's  Arch.,  Bd.  101;  Rubner,  Zeitschr.  f.  Biologie,  Bd.  22;  Lummert,  PflUger's 
Arch.,  Bd.  71. 

'Hanriot  and  Eichet,  Annal.  de  Chim.  et  de  Phys.  (6),  Tome  32;  Bleibtreu,  PflUger's 
Arch.,  Bd.  56;  Kaufmann,  Arch,  de  Physiol.  (5),  Tome  8;  Laulanii,  iMd.,  p.  791. 
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that  decreases  so  much  in  starvation  as  the  fatty  tissue.  The  organism,  then, 
possesses  in  this  tissue  a  depot  where  there  is  stored  during  proper  alimenta- 
tion a  nutritive  substance  of  great  importance  in  the  development  of  heat 
and  vital  force,  which  substance,  on  insufScient  nutrition,  is  given  off  as 
may  be  needed.  On  account  of  their  low  conducting  power  the  fatty  tissues 
become  of  great  importance  in  regulating  the  loss  of  heat  from  the  body. 
They  also  serve  to  fill  cavities  and  as  a  protection  and  support  to  certain  in- 
ternal organs. 


CHAPTER  XI. 

MUSCLE. 

Striated  Muscles. 

In  the  study  of  the  muscles  the  chief  problem  for  physiological  chem- 
istry is  to  isolate  their  difEerent  morphological  elements  and  to  investigate 
each  element  separately.  By  reason  of  the  complicated  structure  of  the 
muscles  this  has  been  thus  far  almost  impossible,  and  we  must  be  satisfied 
at  the  present  time  with  a  few  micro-chemical  reactions  in  the  investi^ 
gation  of  the  chemical  composition  of  the  muscular  fibres. 

Each  muscle-tube  or  muscle-fibre  consists  of  a  sheath,  the  sakcolemma, 
which  seems  to  be  composed  of  a  substance  similar  to  elastin,  and  con- 
taining a  large  proportion  of  peoteid.  This  last,  which  in  life  possesses 
the  power  of  contractility,  has  in  the  inactive  muscle  an  alkaline  reaction, 
or,  more  correctly  speaking,  an  amphoteric  reaction  with  a  predominating 
action  on  red  litmus-paper.  SoHMAifN  has  found  that  the  fresh,  inactive 
muscle  shows  an  alkaline  reaction  with  red  lacmoid,  and  an  acid  reaction 
with  brown  turmeric.  Prom  the  behavior  of  these  coloring  matters  with 
various  acids  and  salts  he  concludes  that  the  alkalinity  of  the  fresh  muscle' 
with  lacmoid  is  due  to  sodium  bicarbonate,  diphosphate,  and  probably  also 
to  an  alkaline  combination  of  proteid  bodies,  and  the  acid  reaction  with 
turmeric,  on  the  contrary,  to  monophosphate  chiefiy.  The  dead  muscle  has 
an  acid  reaction,  or  more  correctly  the  acidity  with  turmeric  increases  on  the 
decease  of  the  muscle,  and  the  alkalinity  with  lacmoid  decreases.  The 
difference  depends  on  the  presence  of  a  larger  quantity  of  monophosphate 
in  the  dead  muscle,  and  according  to  Rohmanit  free  lactic  acid  is  found 
in  neither  the  one  case  nor  the  other. ' 

If  we  disregard  the  somewhat  disputed  statements  relative  to  the  finer 
structure  of  the  muscles,  we  can  differentiate  in  the  striated  muscles 
between  the  two  chief  components,  the  doubly  refracting — anisotropous — 
and  the  singly  refracting — isotropous — substance.  If  the  muscular  fibres 
are  treated  with  reagents  which  dissolve  proteids,  such  as  dilute  hydro- 

'  The  various  theories  in  regard  to  the  reaction  of  the  muscles  and  the  cause 
thereof  are  conflicting.  See  Rohmann,  Pflttger's  Arch.,  Bdd.  50  and  55 ;  HefEter,  Arch, 
f.  exp.  Path.  u.  Pharm.,  Bdd.  31  and  38. 
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chloric  acid,  soda  solution,  or  gastric  juice,  they  swell  greatly  and  break  up 
into  "Bowman's  disks."  By  the  action  of  alcohol,  chromic  acid,  boiling 
■water,  or  in  general  such  reagents  as  cause  a  shrinking,  the  fibres  split 
longitudinally  into  fibrils;  and  this  behavior  shows  that  several  chemically 
•difEerent  substances  of  various  solubilities  enter  into  the  construction  of  the 
muscular  fibres. 

The  proteid  myosin  is  generally  considered  as  the  chief  constituent  of  the 
diagonal  disks,  while  the  isotropous  substance  contains  the  chief  mass  of  the 
■other  protoids  of  the  muscles  as  well  as  the  chief  portion  of  the  extractives. 
According  to  the  observations  of  Dakilewskt,  recently  confirmed  by 
J.  HoLMGBEN,'  myosin  may  be  completely  extracted  from  the  muscle  with- 
out changing  its  structure,  by  means  of  a  5^  solution  of  ammonium 
ohloride.  Dakilewskt  claims  that  another  proteid-like  substance,  insolu- 
ble in  ammonium  chloride  and  only  swelling  up  therein,  enters  essentially 
into  the  structure  of  the  muscles.  The  proteids,  which  form  the  chief  part 
of  the  solids  of  the  muscles,  are  of  the  greatest  importance. 

Proteids  of  the  Muscles. 

Like  the  blood  which  contains  a  fluid,  the  blood-plasma,  which  sponta- 
Tieously  coagulates,  separating  fibrin  and  yielding  blood-serum,  so  also  the 
living  muscle  contains,  as  first  shown  by  KtJHNB,  a  spontaneously  coagu- 
lating liquid,  the  muscle-plasma,  which  coagulates  quickly,  separating  a 
proteid  body,  myosin,  and  yielding  also  a  serum.  That  liquid  which  is  ob- 
tained by  pressing  the  living  muscle  is  called  muscle-plasma,  while  that 
obtained  from  the  dead  muscle  is  called  muscle-serum.  These  two  fluids 
•contain  difEerent  albuminous  bodies. 

Muscle-plasma  was  flrst  prepared  by  Kuhne  from  frog-muscles,  and 
later  by  Hallibuetoit,  according  to  the  same  method,  from  the  muscles  of 
warm-blooded  animals,  especially  rabbits.  The  principle  of  this  method  is 
as  follows:  The  blood  is  removed  from  the  muscles  immediately  after 
the  death  of  the  animal  by  passing  through  them  a  strongly  cooled  common- 
salt  solution  of  5-6  p.  m.  Then  the  quickly  cut  muscles  are  immediately 
thoroughly  frozen  so  that  they  can  be  ground  in  this  state  to  a  fine  mass — 
"muscle-snow."  This  pulp  is  strongly  pressed  in  the  cold,  and  the  liquid 
which  exudes  is  called  muscle-plasma.  According  to  v.  Fukth'  this  cooling 
or  freezing  is  not  necessary.  It  is  suflBcient  to  extract  the  muscle  free  from 
blood,  as  above  directed,  with  a  6  p.  m.  common-salt  solution. 

Muscle-plasma  forms  a  yellow  to  brownish-colored    fluid  with  a  strong 

'  Danilewsky,  Zeitschr.  I.  physlol.  Chem.,  Bd.  7  ;  J.  Holmgren,  Maly's  Jahresber., 
Bd.  23. 

'  See  Kiiline,  ITntprsuchungen  tlber  das  Protoplasma  (Leipzig,  1864),  S.  2  ;  Hallibur- 
ton, Journ.  of  Phyaiol.,  Vol.  8  ;  v.  Pilrth,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  36. 
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alkaline  reaction.  It  is  somewhat  different  in  different  animals.  Muscle- 
plasma  from  the  frog  spontaneously  coagulates  slowly  at  a  little  above  0°  C, 
hut  quicker  at  the  temperature  of  the  body.  Muscle-plasma  from  mammals 
coagulates,  according  to  v.  Purth,  even  slowly  at  the  temperature  of  the 
room.  According  to  Kuhne  and  v.  Pukth  the  reaction  remains  alkaline 
during  coagulation,  while  according  to  Halliburton  it  becomes  acid. 
According  to"  the  older  views  the  clot  consists  of  globulin  and  myosin,  while 
V.  FuRTH  claims  that  it  consists  of  two  coagulated  proteids,  myosin  fibrin 
and  myogen  fibrin.  As  the  study  of  the  proteids  of  the  muscles,  as  well  as 
their  nomeclature,  has  been  somewhat  developed  in  the  last  few  years,  it  is 
necessary  to  separately  discuss  the  proteids  of  the  dead  muscles  as  well 
as  those  of  the  muscle-plasma. 

The  proteids  of  the  dead  muscles  are  in  part  soluble  in  water  or  dilute 
salt  solutions,  and  part  are  insoluble  therein.  Myosin,  musculin,  myoglobu- 
lin,  and  myoalbumin  belong  to  the  first  group,  and  the  stroma  substances 
of  the  niuscle-tubes  belong  to  the  second  group. 

Myosin  was  first  discovered  by  KtfHNE,  and  constitutes  the  principal 
mass  of  the  soluble  proteids  of  the  dead  muscle,  and  is  generally,  considered 
as  the  most  essential  coagulation  product  of  muscle-plasma.  With  the 
name  myosin  KuHifB  also  designates  the  mother-substance  of  the  plasma- 
clot,  and  this  mother-substance  forms,  according  to  certain  investigatorSy 
the  chief  mass  of  contractile  protoplasm.  The  statements  as  to  the  occur- 
rence of  myosin  in  other  organs  besides  the  muscles  require  further  proof. 
The  quantity  of  myosin  in  the  muscles  of  different  animals  varies,  according 
to  Danilewskt,'  between  30  and  110  p.  m. 

Myosin,  as  obtained  from  dead  muscles,  is  a  globulin  whose  elementary 
composition,  according  to  Chittbn'DEN'  and  CuMMiisrs,''  is,  on  an  average, 
the  following:  C  52.83,  H  7.11,  N  16:17,  S  1.37,  0  22.03^.  If  the  myosin 
separates  as  fibres,  or  if  a  myosin  solution  with  a  minimum  quantity  of 
alkali  is  allowed  to  evaporate  on  a  microscope-slide  to  a  gelatinous  mass, 
doubly  refracting  myosin  may  be  obtained.  Myosin  has  the  general  prop- 
erties of  the  globulins.  It  is  insoluble  in  water,  but  soluble  in  dilute  saline 
solutions  as  well  as  dilute  acids  or  alkalies,  which  readily  converts  it  into 
albuminates.  It  is  completely  precipitated  by  saturating  with  NaCl,  also 
by  MgSOj,  in  a  solution  containing  9  of  the  salt  with  its  water  of 
crystallization  (Halliburton).  Like  fibrinogen  it  coagulates  at  +  56°  0. 
in  a  solution  containing  common  salt,  but  differs  from  it  since  under  no  cir- 
cumstances can  it  be  converted  into  fibrin.  The  coagulation  temperature, 
according  to  Ohitteitdeij'  and  Cummin's,  not  only  varies  for  myosin  of  dif- 
ferent origin,  but  also  for  the  same  myosin  in  different  salt  solutions. 

'  Zeitschr.  f.  physlol.  Chem.,  Bd.  7. 

"  Studies  from  the  Physiol.  Chem.  Laboratory  of  Yale  College,  New  Haven,  Vol.  3, 
p.  115. 
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Myosin  may  be  prepared  in  tlie  following  way,  as  suggested  by  Halli- 
BUETO]sr:  The  muscle  is  first  extracted  by  a  5j^  magnesium-sulphate  solu- 
tion. The  filtered  extract  is  then  treated  with  magnesium  sulphate  in  sub- 
stance until  100  c.c.  of  the  liquid  contains  about  50  grms.  of  the  salt.  The 
so-called  paramyosinogen  or  musculin  separates.  The  filtered  liquid  is  then 
treated  with  magnesium  sulphate  until  each  100  c.c.  of  the  liquid  holds  94 
grms.  of  the  salt  in  solution.  The  myosin  which  now  separates  is  filtered 
off,  dissolved  in  water  by  aid  of  the  retained  salt,  precipitated  by  diluting 
with  water,  and,  when  necessary,  purified  by  redissolving  in  dilute-salt  solu- 
tion and  precipitating  with  water. 

The  older  and  perhaps  the  usual  method  of  preparation  consists,  accord- 
ing to  Danilewskt,'  in  extracting  the  muscle  with  a  5-10^  ammonium- 
chloride  solution,  precipitating  the  myosin  from  the  filtrate  by  strongly 
diluting  with  water,  redissolving  the  precipitate  in  ammonium-chloride 
solution,  and  the  myogin  obtained  from  this  solution  is  either  reprecipitated 
by  diluting  with  water  or  by  removing  the  salt  by  dialysis. 

Musculin,"  called  PAEAMTOsiiroGEiir  by  Halliburton,  and  myosin  by  v. 
FtJETH,  is  a  globulin  which  is  characterized  by  its  low  coagulation  tempera- 
ture, about  4-  47°  C,  which  may  vary  in  different  species  of  animals  (-|-  45" 
in  frogs,  +51°  C.  in  birds).  It  is  more  easily  precipitated  than  myosin  by 
NaCl  or  MgSO,  (salt  containing  50^  water  of  crystallization).  According  to 
V.  FiJKTH  it  is  precipitated  by  ammonium  sulphate  with  a  concentration  of 
12-24  p.  m.  If  the  dead  muscle  is  extracted  with  water  a  part  of  the  musculin 
goes  into  solution  and  may  be  precipitated  therefrom  by  carefully  acidifying. 
It  separates  from  a  dilute  salt  solution  on  dialysis.  Musculin  readily  passes 
into  an  insoluble  modification  which  v.  Fueth  calls  myosinfibrin.  Musculin 
is  called  myosin  by  v.  Fueth,  as  he  considers  it  nothing  but  myosin.  As 
musculin  has  a  lower  coagulation  temperature  and  has  other  precipitating 
properties  for  neutral  salts  than  the  older  substance  called  myosin,  it  is 
difficult  to  concede  to  this  view. 

Myoghhulin.  After  the  separation  of  the  musculin  and  the  myosin  from 
the  salt  extract  of  the  muscle  by  means  of  MgSO,  the  myoglobulin  may  be 
precipitated  by  saturating  the  filtrate  with  the  salt.  It  is  similar  to  ser- 
globulin,  but  coagulates  at  -(-  63°  0.  (Hallibuetok).  Myoalhumin,  or 
muscle-albumin,  seems  to  be  identical  with  seralbumin  (seralbumin  a,  accord- 
ing to  Hallibuetok),  and  probably  only  originates  from  the  blood  or  the 
lymph.     Albumoses  and  peptone  do  not  seem  to  exist  in  the  fresh  muscles. 

After  the  complete  removal  from  the  muscle  of  all  proteid  bodies  which 
are  soluble  in  water  and  ammonium  chloride,  an  insoluble  proteid  remains 
which  only  swells  in  ammonium-chloride  solution  and  which  forms  with  the 
other  insoluble  constituents  of  the  muscular  fibre  the  "  muscle-stroma." 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  8,  S.  158. 

'  As  we  have  up  to  the  present  no  conchisive  basis  for  the  identity  of  tlie  globulins 
called  myosin  and  paramyosinogen,  and  also  as  the  use  of  the  name  myosin  for  the  last- 
mentioned  substance  may  readily  cause  confusion,  the  Authok  does  not  feel  justified 
in  dropping  the  old  name  musculin  (Nasbe). 
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According  to  Danilbwsky  the  amount  of  such  stroma  substance  is  con- 
nected with  the  muscle  actiyity.  He  maintains  that  the  muscles  contain  a 
greater  amount  of  this  substance,  compared  with  the  myosin  present,  when 
the  muscles  are  quickly  contracted  and  relaxed. 

According  to  J.  Holmgben"  this  stroma  substance  does  not  belong^to  either 
the  nucleoalbumin  or  the  nucleoproteid  group.  It  is  not  a  glycoproteid,  as 
it  does  not  yield  a  reducing  substance  when  boiled  with  dilute  mineral  acids. 
It  is  very  similar  to  coagulated  proteids  and  dissolves  in  dilute  alkalies,  form- 
ing an  albuminate.  The  elementary  composition  of  this  substance  is  nearly 
the  same  as  that  of  myosin.  There  is  no  doubt  that  the  insoluble  substances, 
myoflbrin  and  myosinfibrin,  which  are  formed,  according  to  V.  Fueth,  in  the 
coagulation  of  the  plasma,  occur  also  among  the  stroma  substances.  "When 
the  muscles  are  previously  extracted  with  water  the  stroma  substance  also 
contains  a  part  of  the  myosin  hereby  made  insoluble.  To  the  proteids  in- 
soluble in  water  and  neutral  salt  belongs  the  nucleoproteid  detected  by 
Pekelhaeing,"  and  occurring  as  traces  and  soluble  in  faintly  alkaline  water, 
and  which  originates  probably  from  the  muscle  nuclei. 

Musde-syntomn,  which  may  be  obtained  by  extracting  the  muscles  with  hydro- 
chloric acid  of  1  p.  m.,  and  which,  according  to  K.  Moeister,  is  less  soluble  and  has  a, 
greater  aptitude  to  precipitate  than  other  acid  albumins,  seems  not  to  occur  preformed  in 
the  muscles. 

Proteids  of  the  Muscle-plasma.  As  above  stated,  we  consider  as  myosin 
the  coagulated  modification  of  the  soluble  proteid  existing  in  the  muscle- 
plasma.  As  in  blood-plasma  we  have  a  mother-substance  of  fibrin,  fibrinogen, 
so  also  there  exists  in  the  muscle-plasma  a  mother-subgtance  of  myosin,  a 
soluble  myosin  or  a  myosinogen.  This  body  has  not  thus  far  been  isolated 
with  certainty.  Hallibueton,  who  has  detected  in  the  muscles  an  enzyme- 
like substance,  "  myosin-ferment,"  ^jhich.  is  related  but  not  identical  with 
fibrin-ferment,  has  also  found  that  a  solution  of  purified  myosin,  in  dilute-salt 
solution  (5^  MgSOJ,  and  sufBciently  diluted  with  water,  coagulates  after  a 
certain  time,  and  at  the  same  time  becomes  acid,  and  a  typical  myosin-clot 
separates.  This  coagulation,  which  is  accelerated  by  warming  or  by  the 
addition  of  myosin-f  erment,  is,  according  to  Hallibuetoit,  a  process  -analo- 
gous to  the  coagulation  of  the  muscle-plasma.  According  to  this  same  in- 
vestigator, myosin  when  dissolved  in  water  by  the  aid  of  a  neutral  salt  is 
reconverted  into  myosinogen,  while  after  diluting  with  water  myosin  is  again 
produced  from  the  myosinogen.  No  definite  conclusion  can  be  drawn  from 
these  observations. 

Besides  the  traces  of  globulin  and  albumin,  which  perhaps  do  not  belong 
to  the  muscle-plasma,  we  find  in  mammals,  according  to, v.  Fueth,  two  pro- 
teids, namely,  musculin  (myosin  according  to  v.  Pueth)  and  myogen. 

'  See  Danilew^y  and  Holmgren,  foot-note  1,  page  333. 
=  Zeitschr.  f.  physiol.  Chem.,  Bd.  32. 
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MusouLiN  (Nasse)  =  paramyosinogen  (Hallibueton)  =  myosin  (v. 
P  rth)  forms  about  20f^  of  the  total  proteids  of  the  muscle-plasma  of 
rabbits.  Its  properties  have  already  been  given,  and  it  is  sufficient  to 
remark  that  its  solutions  become  cloudy  on  standing,  and  a  precipitate  of 
myosin-fihrin  occurs,  which  is  insoluble  in  salt  solutions. 

Myogen,  or  myosinogek  (Hallibukton),  forms  the  chief  mass,  75-80j^  of 
the  proteids  of  rabbit-muscle  plasma.  It  does  not  separate  from  its  solu- 
tions on  dialysis  and  is  not  a  true  globulin,  but  a  proteid  sui  generis.  It 
coagulates  at  55-56°C.  and  is  precipitated  in  the  presence  of  24-40^  ammo- 
nium sulphate.  Myogen  solutions  are  precipitated  by  acetic  acid  only  in  the 
presence  of  some  salt.  It  is  converted  into  an  albuminate  by  alkalies,  this 
albuminate  being  precipitable  by  ammonium  chloride.  Myogen  passes 
spontaneously,  especially  with  higher  temperatures  as  well  as  in  the  presence 
of  salt,  into  an  insoluble  modification,  myogen-fihrin.  A  proteid,  coagulating 
at  30-40°  C,  soluble  myogen-fihrm  is  produced  as  soluble  intermediate  step. 
This  substance  occurs  to  a  considerable  extent  in  native  frog-muscle  plasma. 
,  It  does  not  always  occur  in  the  muscle-plasma  of  warm-blooded  animals,  and 
when  it  does  it  is  present  only  to  a  slight  extent.  It  can  be  separated  by 
precipitating  with  salt  or  by  diffusion.  Halliburton's  assumption  as  to 
the  action  of  a  special  myosin  ferment  has  not  suflScient  basis,  according  to 
V.  FiJETH,  nor  has  the  often-admitted  analogy  with  the  coagulation  of  the 
blood.  The  difference  between  the  musculin  and  the  myogen  becoming 
insoluble  is  that  the  musculin  passes  into  myosin-^brin  without  any  soluble 
intermediate  steps. 

Myogen  may  be  prepared,  according  to  v.  Fueth,  by  transiently  heating 
the  dialysed  and  filtered  plasma  to  52°  C,  separating  it  in  this  way  from  the 
rest  of  the  musculin.  The  myogen  exists  in  the  new  filtrate  and  can  be 
precipitated  by  ammonium  sulphate.  The  musculin  may  also  be  removed 
by  adding  28^  ammonium  sulphate  and  then  precipitating  the  myogen  from 
the  filtrate  by  saturating  with  the  salt. 

If  the  myogen,  as  v.  Fueth  claims,  is  no  globulin  it  cannot  be  identical 
with  Hallibuktok's  myosinogen,  audit  is  also  diificult  to  bring  the  myogen 
in  certain  relationship  to  Kuhne's  myosin,  which  is  also  a  globulin.  As  muscu- 
lin (paramyosinogen)  does  not  yield  any  myosin  clot  on  coagulation,  and  as  it 
■differs  from  Kuhne's  myosin  from  dead  muscles  in  coagulation  temperature 
as  well  as  precipitation  properties,  it  is  hardly  possible  to  bring  the  experi- 
ence of  the  older  investigators  into  accord  with  the  observations  of  v.  Furth, 
and  hence  further  researches  on  this  subject  are  greatly  to  be  desired. 

Myoproteid  is  a  proteid  found  by  v.  Fueth  in  the  plasma  from  fish- 
muscles.  It  does  not  coagulate  on  boiling,  is  precipitated  by  acetic  acid,  and 
oonsidered  as  a  compound  proteid  by  v.  Fueth. 

Muscle-pigments.  There  is  no  question  that  the  red  color  of  the  muscles 
even  when  completely  freed  from  blood  depends  in  part  on  hsemoglobin. 
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K.  MORNEE  has  shown  that  muscle  hemoglobin  is  not  identical  with  blood- 

hsemoglobin.     The  statement    of  MacMunij  that  in  the  muscles  another 

pigment  occurs  which  is  allied  to  heemochromogen  and  called  myohcematin 

by  him  has  not  been  substantiated,  at  least  for  muscles  of.  higher  animala 

(Levy  and  Mornbr  ^).     MacMunn  claims  that  myohsematin  occurs  in  the 

muscles  of  insects,  which  do  not  contain  any  haemoglobin. 

The  reddish-yellow  coloring  matter  of  the  muscles  of  the  salmon  has  been  little 
studied.  Traces  of  enzymes,  such  as  pepsin  and  diastatic  enzymes,  have  been  found  in 
them.  The  so-called  "  myosin-ferment,"  and  probably  an  enzyme  producing  lactic-acid 
fermentation,  are  also  found  in  these  muscles. 

Extractive  Bodies  of  the  Muscles. 

The  nitrogenous  extractives  consist  chiefly  of  creatin,  on  an  average  of 
1-4  p.  m.,  in  the  fresh  muscles  containing  water,  also  the  xanthin  bodies, 
hypoxanthin  and  xanthin,  besides  guanin  and  carnin.  The  average  quanti- 
ties of  hypoxanthin,  xanthin,  and  guanin  in  1000  parts  of  the  dried  sub- 
stance of  the  muscles  of  oxen  are,  according  to  Kgssel,"  respectively  2.30,. 
0.53,  and  0.30  grms.,  and  in  the  embryonic  ox-muscles  respectively  3.59, 
1.11,  and  4.12  grms. 

Among  the  habitually  occurring  nitrogenous  extractives  we  should  men- 
tion 2}hosphocarnic  acid  and  also  inosinic  acid,  which  is  perhaps  allied  to  it. 

Among  the  extractive  substances  we  also  find  the  acid  found  by  Limpbicht  in.the 
flesh  of  certain  cyprindea,  namely,  the  nitrogenlzed  protio  acid  and  isocreatinin '  found 
by  J.  Thesen  in  flsh-flesli.  Uric  acid,  urea,  taufin,  and  leucin  are  found  as  traces  in 
the  muscles,  in  certain  cases  only,  of  a  few  species  of  animals.  In  regard  to  the 
amount  of  these  different  extrActives  in  the  muscles,  Krdkbnbeug  and  Wagner*  have 
shown  that  it  varies  greatly  in  different  animals.  A  large  qunnlity  of  urea  is  found  in 
the  muscles  of  the  shark  and  ray;  uric  acid  is  found  in  alligators;  lanrin  in  cephalopoda; 
glycocoll  iu  mollusks,  pecten  irradians;  and  creatinin  in  luvarus  imperialis,  etc.,  etc.  The 
reports  arc  very  contradictory  in  regard  to  the  occurrence  of  urea  in  the  mu<cles  of 
higher  animiils  According  to  the  recent  investigations  of  Kaufmann  and  Schondorpf 
urea  is  a  regular  constituent  of  the  muscles,  while  M.  Nencki  and  Kowarski'  claim 
that  this  is  not  so.  SchOndorff^  has  prepared  urea  in  substance  from  the  muscles  of  dogs 
and  cats  and  identified  it  by  elementary  analysis.  The  quantity  of  urea  in  the  musclea 
was  on  an  average  of  0.884  p.  m. 

The  xanthin  bodies,  with  the  exception  of  carnin,  have  been  treated  on 
pages  116-131,  and  therefore  among  the  extractive  bodies  we  will  first 
consider  the  creatin. 

Creatin,  O^H.NjO,  -f  H,0,  or  mbthylguan-idin-acetio  acid,  NH  : 
C(]SrHJ.N(CH,).CH,.COOH-|-H,0,  occurs  in  the  muscles  of   vertebrate 

iSee  MacMunn,  Phil.  Trans,  of  Roy.  Soc,  Vol.  177,  part  1,  Jouru  of  Physiol., 
Vol.  8,  and  Zeitschr.  f.  physlol.  Chem.,  Bd.  13;  Levy,  ibid.,  Bd.  13;  K.  MOrner,  Nord.. 
Med.  Archiv.  Festband,  1897,  and  Maly's  Jahresber.,  Bd.  37. 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  8,  S.  408. 

=  See  Limpricht,  Annal.  d.  Chem.  u.  Pharm.,  Bd.  127;  and  Thesen,  Zeitschr.  f. 
physiol.  Chem.,  Bd.  24. 

*  Zeitschr.  f.  Biologie,  Bd.  31. 

6  Kaufmann,  Arch,  de  Physiol.,  (5)  Tome  6;  SchOndorfE,  Pflilger's  Arch.,  Bd.  63; 
Nencki  and  Kowarski,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  36. 

'Pflilger's  Arch.,  Bd.  74. 
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animals  in  variable  amounts  in  different  species  ;  the  largest  quantity  is 

found  in  birds.     It  is  also  found  in  the  brain,  blood,  transudations,  and  the 

amniotic  fluid.     Creatin  may  be  prepared  synthetically  from  cyanamid  and 

sarcosin  (methylglycocoll).     On  boiling  with  baryta- water  it   decomposes, 

with  the  addition  of  water,  and  yields  urea,  sarcosin,  and  certain  other 

products.     Because  of  this  behavior  several  investigators  consider  creatin  as 

a  step  in  the  formation  of  urea  in  the  organism.     On  boiling  with  acids 

creatin  is  easily  converted,  with  the  elimination  of  water,  into  creatinin, 

C,H,N,0,  which  occurs  in  urine,  and  which  has  also  been  found  in  the 

muscles  of  the  dog  by  Monaei  '  (see  Chapter  XV). 

According  to  St.  Johnson  no  cieatin  occurs  in  the  fresh  flesh  of  oxen,  but  a  crea- 
tinin, differing  from  that  fotind  in  urine  ;  but  this  statement  is  incorrect  according  to 

WOEKNBR.' 

Creatin  crystallizes  in  hard,  colorless,  monoclinic  prisms  which  lose  their 
water  of  crystallization  at  100°  C.  It  dissolves  in  74  parts  of  water  at  the 
ordinary  temperature  and  9410  parts  absolute  alcohol.  It  dissolves  more 
easily  with  the.  aid  of  heat.  Its  watery  solution  has  a  neutral  reaction. 
Creatin  is  not  dissolved  by  ether.  If  a  creatin  solution  is  boiled  with 
precipitated  mercuric  oxide,  this  is  reduced,  especially  in  the  presence  of 
alkali,  to  mercury  and  oxalic  acid,  and  the  foul-smelling  methyluramin 
(methylguanidin)  is  developed.  A  solution  of  creatin  in  water  is  not  precipi- 
tated by  basic  lead  acetate,  but  gives  a  white,  flaky  precipitate  with  mer- 
curous  nitrate  if  the  acid  reaction  is  neutralized.  When  boiled  for  an  hour 
with  dilute  hydrochloric  acid  creatin  is  converted  into  creatinin,  and  may 
be  identified  by  its  reactions. 

The  preparation  and  detection  of  creatin  is  best  performed  by  the  follow- 
ing method  of  Neubaueb,"  which  was  first  used  in  the  preparation  of  crea- 
tin from  muscles :  Finely  cut  flesh  is  extracted  with  an  equal  weight  of  water 
at  +  55°  to  60°  C.  for  10-15  minutes,  pressed  and  extracted  again  with 
water.  The  proteids  are  removed  from  the  united  extracts  as  far  as  possible 
by  coagulation  at  boiling  heat,  the  filtrate  precipitated  by  the  careful  addi- 
tion of  basic  lead  acetate,  the  lead  removed  from  this  filtrate  by  H,S  and 
carefully  concentrated  to  a  small  volume.  The  creatin,  which  crystallizes 
in  a  few  days,  is  collected  on  a  filter,  washed  with  alcohol  of  88^,  and  puri- 
fied, when  necessary,  by  recrystallization.  The  quantitative  estimation  of 
creatin  is  performed  according  to  the  same  method. 

laocreatinin,  is  a  creatinin  isomeric  with  ordinary  creatinin  and  found  by  Thesen  < 
iu  the  flesh  of  the  codfish.  It  crystallizes  in  yellow  needles  or  plates,  is  more  soluble  in 
cold  water,  but  more  insoluble  in  alcohol,  than  the  ordinary  creatinin,  and  gives  apicrate 
which  is  readily  soluble  and  a  zinc  chloride  combination  which  is  relatively  readily 
soluble.  It  gives  Wbtl's  reaction  less  rapidly,  and  does  not  give  methylguanidin  on 
treatment  with  potassium  permanganate. 

'  Maly's  Jahresber.   Bd.  19,  8.  296. 

'  Johnson,  Proc.  Roy.  Soc,  vols.  43,  50  ;  'Woerner,  Du  Bois-Reymond's  Arch.,  1898, 
and  Zeitschr.  f.  physiol.  Chem.,  Bd.  37. 
'Zeitschr.  f.  analyt.  Chem.,  Bdd.  2  and  6. 
*L.  c. 
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Carnin,  C,HjN,03  +  n,0,  is  one  of  the  substances  found  by  Weidel  in 
American  meat  extract.  It  has  also  been  found'  by  Keukenbeeg  and 
Wagkbr  in  frog-muscles  and  in  the  flesh  of  fishes,  and  by  Pouchet  '  in  the 
urine.     Carnin  may  be  transformed  into  hypoxanthin  by  oxidation. 

Carnin  has  been  obtained  as  a  white  crystalline  mass.  It  dissolves  with 
difficulty  in  cold  water,  but  dissolves  easily  in  warm.  It  is  insoluble  in 
alcohol  and  ether.  It  dissolves  in  warm  hydrochloric  acid  and  yields  a  salt, 
crystallizing  in  shining  needles,  which  gives  a  double  combination  with 
platinum  chloride.  Its  watery  solution  is  precipitated  by  silver  nitrate,  but 
this  precipitate  is  dissolved  neither  by  ammonia  nor  by  warm  nitric  acid. 
Carnin  does  not  give  the  so-called  Weidel's  xanthin  reaction.  Its  watery 
solution  is  precipitated  by  basic  lead  acetate;  still  the  lead  combination  may 
be  dissolved  on  boiling. 

Carnin  is  prepared  by  the  following  method :  The  meat  extract  diluted 
with  water  is  completely  precipitated  by  baryta-water.  The  filtrate  is  pre- 
cipitated by  basic  lead  acetate,  the  lead  precipitate  boiled  with  water,  fil- 
tered while  hot,  and  sulphuretted  hydrogen  passed  through  the  filtrate. 
Eemove  the  lead  sulphide  from  the  filtrate  and  concentrate  strongly.  The 
concentrated  solution  is  now  completely  precipitated  with  silver  nitrate,  the 
precipitate  washed  free  from  silver  chloride  by  ammonia,  and  the  carnin  sil- 
ver oxide  suspended  in  water  and  treated  with  sulphuretted  hydrogen. 

Fhospliocarnio  acid  'ja  n  complicated  substance,  first  isolated  by  Siegfried  from  meat 
extracts,  which  yields  as  cleavage  products,  succinic  acid,  carbou  dioxide,  phosjphoric 
acid,  and  a  carbohydrate  group,  besides  the  previously  mentioned  caruic  acid.  It  stands, 
according  to  Siegfried,  in  close  relationship  to  tlie  nucleins,  and  as  it  yields  pep- 
tone (carnic  acid),  it  is  designated  as  a  nueleon  by  Siegfried.  Phosphocarnic  acid  may  be 
precipitated  as  an  iron  combination,  carniferrin,  from  the  extract  of  the  muscles  free 
from  protaids.  KiJTSCHKR '  claims  that  carniferrin  cannot  be  a  unit  body  on  account  of 
its  method  of  preparation.  According  to  him  il  is  a  mixture  of  ii-on  combinations  of 
heterogeneous  bodies.  The  quantity  of  phosphocarnic  acid,  calculated  as  carnic  acid,  can 
be  determined  by  multiplying  the  quantity  of  nitrogen  in  tlie  combination  by  the  factor 
6.1237  (Balke  and  Ide).  In  this  way  Siegfried  found  0.57-3.4  p.  m.  carnic  acid  in 
the  resting  muscles  of  the  dog,  and  M.  Muller  1-2  p.  m.  in  the  muscle  of  adults  and 
a  maximum  of  0.57  p.  m.  in  those  of  infants  new-born.  Phosphocarnic  acid  which  has 
not  been  prepared  pure  in  the  free  state  is,  according  to  Siegfried,  a  source  of  energy 
in  the  muscles  and  is  consumed  during  work.  Besides,  by  means  of  its  property  of 
forming  soluble  salts  with  the  alkaline  earths,  as  also  an  iron  combination  soluble  in 
alkalines,  it  serves  to  act  as  a  means  of  transportation  of  these  bodies  in  the  animal  body. 

Phosphocarnic  acid  is  prepared  from  the  extract  free  from  proteid  by  first  removing 
the  phosphate  by  CaClj  and  NHj.  The  acid  is  precipitated  from  the  filtrate  while  boil- 
ing, as  carniferrin  by  ferric  chloride. 

Inosinic  Acid.  This  acid  was  first  isolated  from  the  flesh  of  certain  animals  by  Lib- 
big  and  closely  studied  by  Haiser.*    It  contains  phosphorous,  is  amorphous,  and  gives 

'  Weidel,  Annal.  d.  Chem.  u.  Pharm.,  Bd.  158  ;  Wagner,  Sitzungsber,  d.  Wilrzb. 
phys.-med.  Gesellsch.,  1883;  Pouchet,  cited  from  Neubauer-Huppert,  Analyse  des 
Harnes,  10.  Aufl.,  S.  335. 

'  In  regard  to  carnic  acid  and  phosphocarnic  acid  see  the  works  of  Siegfried,  Du  Bois- 
Reymond's  Arch.,  1894,  Ber.  d.  deutsch.  Chem.  Gesellsch.,  Bd.  28,  and  Zeitschr.  f.  phy- 
siol.  Chem.,  Bd.  21 ;  M.  MuUer,  ibid.,  Bd.  22  ;  Kruger.  ibid.,  Bd.  22  ;  Balke  and  Ide, 
ibid.,  Bd.  21,  and  Balke,  iMd.,  Bd.  22.  , 

1  Zeitschr.  f.  physiol.  Chem.,  Bd.  26. 

^Liebig,  Annal.  d.  Chem.  u.  Pharm.,  Bd.  62:  Haiser,  Monatshefte  f.  Chem.,  Bd.  16. 
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crystalline  salts  with  barium  and  calcium.  Its  formula  is  CioHi8N4P08.  Haisbr  ob- 
tained hypoxanlhiii  as  a  cleavage  product,  and  probably  also  trioxy  valerianic  acid,  al- 
though it  was  not  positively  proved. 

AVe  must  also  include  among  the  nitrogenous  extractives  those  bodies 

which  were  first  discovered  by  Gautiee'  and  which  occur  only  in  very 

small    quantities,    namely,   the    leucomaines,    xanthocreatinin,    CjH,„N,0, 

crusocreatinin,  C^R^'Nfi,  amphicreatinin,  C.HjjNiO,,  and  pseudoxanthin. 

In  the  analysis  of  meat  and  for  the  detection  and  separation  of  the  vari- 
ous extractive  bodies  of  the  same  we  make  use  of  the  systematic  method  as 
suggested  by  Gautiee,"  for  details  of  which  we  must  refer  the  reader  to  the 
original  article. 

The  non-nitrogenous  extractive  bodies  of  the  muscles  are  inosit,  glyco- 
gen, sugar,  and  lactic  acid. 

Inosit,  C,H„0,  +  H,0.  This  body,  discovered  by  Scheeee,  is  not  a 
carbohydrate,  but  belongs  to  the  aromatic  series  and  seems  to  be  hexahy- 
droxybenzol  (Ma^uekne").  With  hydriodic  acid  it  yields  benzol  and  tri- 
iodophenol.  Inosit  is  found  in  the  muscles,  liver,  spleen,  leucocytes,  kidneys, 
suprarenal  capsule,  lungs,  brain,  testicles,  and  in  the  urine  in  pathological 
cases,  and  as  traces  in  normal  urine.  It  is  found  vevy  widely  distributed  in 
the  vegetable  kingdom,  especially  in  unripe  fruits  and  in  green  beans  {pha- 
seohis  vulgaris),  and  therefore  it  is  also  called  phaseomannit. 

Inosit  crystallizes  in  large,  colorless,  rhombic  crystals  of  the  monoclinic 
system,  or,  if  not  pure  and  if  only  a  small  quantity  crystallizes,  it  forms 
groups  of  fine  crystals  similar  to  cauliflower.  It  loses  its  water  of  crystalli- 
zation at  110°  C,  also  if  exposed  to  the  air  for  a  long  time.  Such  exposed 
crystals  are  non-transparent  and  milk-white.  The  crystals  melt  at  217°  0. 
Inosit  dissolves  in  7.5  parts  of  water  at  ordinary  temperature,  and  the  solu- 
tion has  a  sweetish  taste.  It  is  insoluble  in  strong  alcohol  and  in  ether.  It 
dissolves  copper  oxyhydrate  in  alkaline  solutions,  but  does  not  reduce  on 
boiling.  It  gives  negative  results  with  Mooee's  test  and  with  Bottgee- 
Almen's  bismuth  test.  It  does  not  ferment  with  beer- yeast,  but  may  under- 
go lactic-  and  butyric-acid  fermentation.  The  lactic  acid  formed  thereby  is 
sarcolactic  acid  according  to  Hilgee,  and  fermentation  lactic  acid  according 
to  VoHL.''  ■  Inosit  is  oxidized  into  rhodizonic  acid  by  an  excess  of  nitric  acid, 
and  the  following  reactions  depend  upon  this  behavior: 

If  inosit  is  evaporated  to  dryness  on  platinum-foil  with  nitric  acid  and 
the  residue  treated  with  ammonia  and  a  drop  of  calcium-chloride  solution, 
and  carefully  re-evaporated  to  dryness,  a  beautiful  rose-red  residue  is  ob- 

'  Maly's  Jahresber.,  Bd.  16,  S.  523. 
'  Ibid.,  Bd.  23,  S.  335. 

'Bull,  de  la  See.  chim.  (2),  Tomes  47  and  48;  Comp.  rend.,  Tome  104. 
*Hilger,  Annal.  d.  Chem.  u.  Pharm.,  Bd.  160;  Vohl,  Ber.  d.  deutsch.  Chem.  Gesellsoh., 
Bd.  9. 
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tained  (Scheeer's  inosit  test).  If  we  evaporate  an  inosit  solution  to  incipi- 
ent dryness  and  moisten  the  residue  with  a  little  mercuric-nitrate  solution, 
we  obtain  a  yellowish  residue  on  drying,  which  becomes  a  beautiful  red  on 
strongly  heating.  The  coloration  disappears  on  cooling,  but  it  reappears  on 
gently  warming  (Gallois's  inosit  test). 

To  prepare  inosit  from  a  liquid  or  from  a  watery  extract  of  a  tissue,  the 
proteids  are  first  removed  by  coagulating  at  boiling  heat.  The  filtrate  is 
precipitated  by  sugar  of  lead,  this  filtrate  boiled  with  basic  lead  acetate  and 
allowed  to  stand  24-48  hours.  The  precipitate  thus  obtained,  which  con- 
tains all  the  inosit,  is  decomposed  in  water  by  H^S.  The  filtrate  is  strongly 
concentrated,  treated  with  3-4  vols,  hot  alcohol,  and  the  liquid  removed  as 
soon  as  possible  from  the  tough  or  fiaky  masses  which  ordinarily  separate. 
If  no  crystals  separate  from  the  liquid  within  34  hours,  then  treat  with  ether 
until  tlie  liquid  has  a  milky  appearance  and  allow  it  to  stand.  In  the  pres- 
ence of  a  sufiicient  quantity  of  ether,  crystals  of  inosit  separate  within  24 
hours.  The  crystals  thus  obtained,  as  also  those  which  are  obtained  from 
the  alcoholic  solution  directly,  are  recrystallized  by  redissolving  in  very  little 
boiling  water  and  the  addition  of  3-4  vols,  alcohol. 

Glycogen  is  a  constant  constituent  of  the  living  muscle,  while  it  may  be 
absent  in  the  dead  muscle.  The  quantity  of  glycogen  varies  in  the  different 
muscles  of  the  same  animal.  Bohm  '  found  10  p.  m.  glycogen  in  the  muscles 
of  cats,  and  moreover  he  found  a  greater  amount  in  the  muscles  of  the  ex- 
tremities than  in  those  of  the  rump.  The  food  also  has  a  great  influence. 
Bohm  found  1-4  p.  m.  glycogen  in  the  muscles  of  fasting  animals,  and  7-10 
p.  m.  after  partaking  of  food.  As  stated  in  Chapter  VIII,  lack  of  carbo- 
hydrates in  the  food  causes  the  glycogen  to  disappear  earlier  from  the  liver 
than  from  the  muscles. 

The  sugar  of  the  muscles,  of  which  traces  only  occur  in  the  living  muscle 
and  which  is  probably  formed  after  the  death  of  the  muscle  from  the  muscle- 
glycogen,  is,  according  to  the  investigations  of  Panormoei','  probably  dex- 
trose. As  an  intermediate  step  in  this  sugar-formation  we  must  mention 
dextrin,  which  is  sometimes  found  in  the  muscles.  Perhaps  this  dextrin  has 
been  confounded  with  glycogen. 

Lactic  Acids.  Of  the  oxypropionic  acids  with  the  formula  C,H,0,  there 
is  one,  hydracrylic  acid,  CIIj(0H).CIl3.C00H,  which  is  not  found  in  the 
animal  body  and  therefore  has  no  physiological  chemical  interest.  Indeed 
only  a-oxypropionic  acid  or  ethylidene  lactic  acid,  CH,.(OH).CHCOOH,  of 
which  we  have  three  physical  isomers,  is  of  importance.  These  three  ethy- 
lidene lactic  acids  are  the  ordinary,  optically  inactive  fermeittation  i  actio 
ACID,  the  dextro-rotatory  paralactic  or  sarcolactig  aoid,  and  the  L^vo- 
LACTio  acid  obtained  by  Schardinger  by  the  fermentation  of  cane-sugar 
by  means  of  a  special  bacillus.     This  laevolactic  acid  has  also  been  detected 

>  Pfluger's  Arch.,  Bd.  23,  S.  44. 
'Zeitschr.  f.  physiol.  Cbem.,  Bd.  17. 
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by  Blachstein  in  the  culture  of  Gaffkt's  typhoid  bacillus  in  a  solution  of 
sugar  and  peptone,  and  which  is  formed  by  various  vibriones,  need  not  be 
described  here.' 

The  fermentation  lactic  acid,  which  is  formed  from  the  milk-sugar  by 
allowing  milk  to  sour  and  by  the  acid  fermentation  of  other  carbohy- 
drates, is  considered  to  exist  in  small  quantities  in  the  muscles  (Heintz),  in 
the  gray  matter  of  the  brain  (Gscheidlbn),"  and  in  diabetic  urine.  During 
digestion  this  acid  is  also  found  in  the  contents  of  the  stomach  and  intestine, 
and  as  alkali  lactate  in  the  chyle.  The  paralactic  acid  is,  at  all  events,  the 
true  acid  of  meat  extracts,  and  this  alone  has  been  found  with  certainty  in 
dead  muscle.  The  lactic  acid  which  is  found  in  the  spleen,  lymphatic  glands, 
thymus,  thyroid  gland,  blood,  bile,  pathological  transudations,  osteomalacious 
bones,  in  perspiration  in  puerperal  fever,  and  in  the  urine  after  fatiguing 
marches,  in  acute  yellow  atrophy  of  the  liver,  in  poisoning  by  phosphorus, 
and  especially  after  extirpation  of  the  liver,  seems  to  be  paralactic  acid. 

The  origin  of  paralactic  acid  in  the  animal  organism  has  been  sought 
by  several  investigators,  who  took  for  basis  the  researches  of  Gaglio, 
Minkowski,  and  Aeaki,'  in  a  decomposition  of  proteid  in  the  tissues. 
Gaglio  claims  a  lactic-acid  formation  by  passing  blood  through  the 
kidneys  and  lungs.  He  also  found  0.3-0.5  p.  m.  lactic  acid  in  the  blood 
of  a  dog  after  proteid  food,  and  only  0.17-0.21  p.  m.  after  fasting  for  48 
hours.  According  to  Minkowski  the  quantity  of  lactic  acid  eliminated  by 
the  urine  in  animals  with  extirpated  livers  is  increased  with  proteid  food, 
white  the  administration  of  carbohydrates  has  no  effect.  Aeaki  has  also 
shown  that  if  we  produce  a  scarcity  of  oxygen  in  animals  (dogs,  rabbits,  and 
hens)  by  poisoning  with  carbon  monoxide,  by  the  inhalation  of  air  deficient 
in  oxygen,  or  by  any  other  means,  a  considerable  elimination  of  lactic  acid 
(besides  dextrose  and  also  often  albumin)  takes  place  through  the  urine. 
As  a  scarcity  of  oxygen,  according  to  the  ordinary  statements,  produces  an 
■  increase  of  the  proteid  katabolism  in  the  body,  the  increased  elimination  of 
lactic  acid  in  tliese  cases  must  be  due  in  part  to.  an  increased  proteid 
destruction  and  in  part  to  a  diminished  .oxidation. 

Aeaki  has  not  drawn  such  a  conclusion  from  his  experiments,  but 
he  considers  the  abundant  formation  of  lactic  acid  to  be  due  to  a  cleavage 
of  the  sugar  formed  from  the  glycogen.  He  found  that  in  all  cases  where 
lactic  acid  and  sugar  appeared  in  the  urine  the  quantity  of  glycogen  in  the 

'  See  Schardinger,  Monatshefte  f.  Chem.,  Bd.  11;  Blnchstein,  Arch,  des  sciences  biol. 
de  St.  Petersbourg,  Tome  1,  p.  199;  Kuprianow,  Arch.  f.  Hygiene,  Bd.  19,  and  Gosio, 
iUd.,  Bd.  31. 

•Heintz,  Annal.  d.  Chem.  u.  Pharm.,  Bd.  157,  and  Gscheidlen,  PflUger's  Arch.,  Bd. 
8,  S.  171. 

'  Gaglio,  Du  Bois-Eeymond's  Arch.,  1886  ;  Minkowski,  Arch.  exp.  Path.  u.  Pharm., 
Bdd.  21  and  31  ;  Araki,  Zeitschr.  f.  physiol.  Chem.,  Bdd.  15,  16,  17,  and  19. 
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liver  and  muscles  was  always  diminished.  He  also  calls  attention  to 
the  fact  that  dextrolactic  acid  may  be  formed  from  glycogen,  as  directly 
observed  by  Ekukijsta,  '  and  also  to  the  numerous  observations  on  the 
formation  of  lactic  acid  and  the  consumption  of  glycogen  in  muscular 
activity.  Without  denying  the  possibility  of  a  formation  of  lactic  acid 
from  proteid,  he  states  that  with  lack  of  oxygen  we  have  to  deal  with  an 
•  incomplete  combustion  of  the  lactic  acid  derived  by  a  cleavage  of  the  sugar. 
Hoppe-Seylee  ^  also  positively  defends  the  view  as  to  the  formation  of 
lactic  acid  from  carbohydrates.  He  is  of  the  view  that  lactic  acid  is 
produced  from  the  carbohydrates  by  the  cleavage  of  the  sugar  only  with 
lack  of  oxygen,  while  with  sufficient  oxygen  the  sugar  is  burned  into 
carbon  dioxide  and  water.  The  formation  of  lactic  acid  in  the  absence  of 
free  oxygen  and  in  the  presence  of  glycogen  or  dextrose  is,  according  to 
Hoppe-Seylek,  very  probably  a  function  of  all  living  protoplasm.  We 
have  good  ground  for  the  assumption  of  the  formation  of  lactic  acid 
from  proteid  as  well  as  from  carbohydrates.  Phosphocarnic  acid  is  consid- 
ered by  SiEGFEiED  as  another  source  of  sarcolactic  acid. 

The  lactic  acids  are  amorphous.  They  have  the  appearance  of  colorless; 
or  faintly  yellowish,  acid-reacting  syrups  which  mix  in  all  proportions  with 
water,  alcohol,  or  ether.  The  salts  are  soluble  in  water,  and  most  of  them 
also  in  alcohol.  The  two  acids  are  differentiated  from  each  other  by 
their  different  optical  properties — paralactic  acid  being  dextrogyrate,, 
while  fermentation  lactic  acid  is  optically  inactive — also  by  their  different 
solubilities  and  the  different  amounts  of  water  of  crystallization  of  the 
calcium  and  zinc  salts.  The  zinc  salt  of  fermentation  lactic  acid  dissolves, 
in  58-63  parts  of  water  at  14-15°  C.  and  contains  18,18^  water  of  crystalli- 
zation, corresponding  to  the  formula  TiuiQi^H-fi^,  -f-  SH^O.  The  zinc  salt 
of  paralactic  acid  dissolves  in  17.5  parts  of  water  at  the  above  tempera- 
ture and  contains  ordinarily  12,9^  water,  corresponding  to  the  formula 
'LT;x{Ci^fi,),-\-2'Kfi.  The  calcium  salt  of  fermentation  lactic  acid  dis- 
solves in  9.5  parts  water  and  contains  29.22^  (=  5  mol.)  water  of  crystalli- 
zation, while  calcium  paralactate  dissolves  in  12.4  parts  water  and  contains 
24.^83  or  26.'21j^  (=4  or  4|  mol.), water  of  crystallization.  Both  calcium 
salts  crystallize,  not  unlike  tyrosin,  in  spheres  or  tufts  of  very  fine  micro- 
scopic needles.  Hoppe-Setlee  and  Aeaki,'  who  have  closely  studied  the 
optical  properties  of  the  lactic  acids  and  lactates,  consider  the  lithium  salt 
as  best  suited  for  the  preparation  and  quantitative  estimation  of  the  lactic 
acids.     The  lithium  salt  contains  7.29^  Li. 


'  Journ.  f.  prakt.  Chem.  (N.  F.),  Bd.  21. 

'  Virchow's  Festschrift,  also  Ber.  d.  deutsch.  cbem.  GesellscU.,  Bd.  25,  Refeiatb., 
S.  685. 

«  Zeitschr.  f.  physiol.  Chem.,  Bd.  30. 
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Lactic  acids  may  be  detected  in  organs  and  tissues  in  the  following 
manner:  After  complete  extraction  with  water,  the  proteid  is  removed 
by  coagulation  at  boiling  temperature  and  the  addition  of  a  small  quantity 
of  sulphuric  acid.  The  liquid  is  then  exactly  neutralized  while  boiling  with 
caustic  baryta,  and  then  evaporated  to  a  syrup  after  filtration.  The  residue 
is  precipitated  with  absolute  alcohol,  and  the  precipitate  completely  ex- 
tracted with  alcohol.  The  alcohol  is  entirely  distilled  from  the  united  alco- 
holic extracts,  and  the  neutral  residue  is  shaken  with  ether  to  remove  the 
fat.  The  residue  is  dissolved  in  water  and  phosphoric  acid  added,  and  re- 
peatedly shaken  with  fresh  quantities  of  ether,  which  dissolves  the  lactic 
acid.  The  ether  is  now  distilled  from  the  several  ethereal  extracts,  the 
residue  dissolved  in  water,  and  this  solution  carefully  warmed  on  the  water- 
bath  to  remove  the  last  traces  of  ether  and  volatile  acids.  A  solution 
of  zinc  lactate  is  prepared  from  this  filtered  solution  by  boiling  with  zinc 
carbonate,  and  this  is  evaporated  until  crystallization  commences  and  then 
allowed  to  stand  over  sulphuric  acid.  An  analysis  of  the  salts  is  necessary 
in  careful  work.  According  to  Hefbter  '  in  muscles  not  having  undergone- 
rigor  mortis  the  lactic  acid  can  be  extracted  more  easily  by  alcohol  than 
by  water. 

Fat  is  never  absent  in  the  muscles.  Some  fat  is  always  found  in  the 
intermuscular  connective  tissue;  but  the  muscle-fibres  themselves  also  con- 
tain fat.  The  quantity  of  fat  in  the  real  muscle  substance  is  always  small, 
usually  amounting  to  about  10  p.  m.  or  somewhat  more.  A  considerable 
quantity  of  fat  in  the  muscle-fibres  is  only  found  in  fatty  degeneration. 
A  part  of  the  muscle-fat  can  be  readily  extracted,  while  another  part  can 
be  extracted  only  with  the  greatest  difficulty.  This  latter  part  is  claimed  to 
be  divided  in  the  contractile  substance  and  is  richer  in  free  fatty  acids, 
standing,  according  to  Zuntz  and  Bogdanow,"  in  close  relationship  to  the 
activity  of  the  muscles  because  it  is  consumed  during  work.  Lecitliin  is  a 
regular  constituent  of  the  muscles,  and  it  is  quite  possible  that  the  fat  which 
is  difficult  of  extraction  and  which  is  rich  in  fatty  acids  depends  in  part  on 
a  decomposition  of  the  lecithin. 

The  Mineral  Bodies  of  the  Muscles.  The  ash  remaining  after  burning 
the  muscle,  which  amounts  to  about  10-15  p.  m.,  calculated  on  the  moist 
muscle,  is  acid  in  reaction.  The  largest  constituents  are  potassium  and 
phosphoric  acid.  Next  in  amount  we  have  sodium  and  magnesiam,  and 
lastly  calcium,  chlorine,  and  iron  oxide.  Sulphates  exist  only  as  traces  in 
the  muscles,  but  are  formed  by  the  burning  of  the  proteids  of  the  muscles, 
and  therefore  occur  in  abundant  quantities  in  the  ash.  The  muscles  con- 
tain such  a  large  quantity  of  potassium  and  phosphoric  acid  that  potassium 
phosphate  seems  to  be  unquestionably  the  predominating  salt.  Chlorine  is. 
foand  in  such  insignificant  quantities  that  it  is  perhaps  derived  from  a  con- 
tamination with  blood  or  lymph.     The  quantity  of  magnesium  is,  as  a  rule 

•  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  38.  '■ 

«  Du  Bois-Reymond's  Arch.,  1897.     See  also  the  references  to  the  literature  on  the 
methods  for  the  quantitative  estimation'of  fat  in  Chapter  IV,  page  97. 
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considerably  greater  than  that  of  calcium.  .  Iron  occurs  only  in  very  small 
amo  lints. 

The  gases  of  the  mascles  consist  of  large  quantities  of  carbon  dioxide, 
besides  traces  of  nitrogen. 

Rigor  Mortis  of  the  Muscles.  If  the  influence  of  the  circulating  oxy- 
genated blood  is  removed  from  the  muscles,  as  after  death  of  the  animal  or 
by  ligature  of  the  aorta  or  the  muscle-arteries  (Stenson's  test),  rigor 
mortis  sooner  or  later  takes  place.  The  ordinary  rigor  appearing  under 
these  circamstaQces  is  called  the  spontaneous  or  the  fermentive  rigor, 
because  it  seems  to  depend  in  part  on  the  action  of  an  enzyme.  A  muscle 
may  also  become  stiff  for  other  reasons.  The  mascles  may  become  momen- 
tarily stiff  by  warming,  in  the  case  of  frogs  to  40°,  in  mammalia  to  48-50°, 
and  in  birds  to  53°  C.  (heat-rigor).  Distilled  water  may  also  prodace  a 
rigor  in  the  muscles  (water-rigor).  Acids  even  when  very  weak,  sach  as 
carbon  dioxide,  may  quickly  produce  a  rigor  (acid-rigor),  or  hasten  its 
appearance.  A  number  of  chemically  different  substances,  such  as  chloro- 
form, ether,  alcohol,  ethereal  oils,  caflein,  and  many  alkaloids,  produce  a 
similar  effect.  The  rigor  which  is  produced  by  means  of  acids  or  other 
agents  which,  like  alcohol,  coagulate  proteids  must  be  considered  as  pro- 
duced by  entirely  different  processes  from  those  causing  spontaneous  rigor. 

When  the  muscle  passes  into  rigor  mortis  it  becomes  shorter  and  thicker, 
harder  and  non-transparent,  less  ductile.  The  acid  part  of  the  amphoteric 
reaction  becomes  stronger,  which  is  explained  by  most  investigators  by  a 
formation  of  lactic  acid.  There  is  hardly  any  doubt  that  this  increase  in 
acidity  may  at  least  in  part  be  due  to  a  transformation  of  a  part  of  the 
diphosphate  into  monophosphate  by  the  lactic  acid.  The  statements  in 
regard  to  the  presence  or  absence  of  free  lactic  acid  in  the  rigor  mortis 
muscle  are  contradictory.'  Besides  the  formation  of  acid,  the  chemical 
processes  which  take  place  in  rigor  of  the  muscles  are  the  following :  By ' 
the  coagulation  of  the  plasma  a  myosin-clot  is  produced  which  is  the  cause 
of  the  hardening  and  of  the  diminished  transparency  of  the  muscle,  but  this 
view  must  be  changed  on  account  of  the  researches  of  v.  Pueth,  which 
have  shown  that  clot  consists  of  myogen  and  myosin-fibrin.  The  appear- 
ance of  this  clot  may  be  hastened  by  the  simultaneous  occurrence  of  lactic 
acid.  Carbon  dioxide  is  also  formed,  which  does  not  seem  to  be  a  direct 
oxidation  product,  but  a  product  of  the  cleavage  processes.  Hbemann  ' 
claims  that  carbon  dioxide  is  produced  in  the  removed  muscle,  even  in  the 
absence  of  oxygen,  when  it  passes  into  rigor  mortis. 

'  It  is  impossible  to  enter  into  details  of  the  disputed  statements  as  to  the  reaction  of 
the  muscles,  etc.  We  will  only  refer  to  the  works  of  ROhmann,  PflUger's  Arch.,  Bdd. 
50  and  55,  and  Hefter,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bdd.  31  and  38.  These  works 
contain  also  the  researches  of  the  older  investigators  more  or  less  completely. 

'  "  Untersuchungen  tiber  den  StofEwechsel  der  Muskeln,"  etc.    Berlin,  1867. 
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As  many  investigators  admit  of  an  increased  formation  of  lactic  acid  on 
the  appearance  of  rigor  mortis,  the  question  arises,  from  what  constitnents 
of  the  muscle  is  this  acid  derived  ?  The  most  probable  explanation  is  that 
the  lactic  acid  is  produced  from  the  glycogen,  as  certain  investigators,  such 
as  Nasse  and  Wbethek,  have  observed  a  decrease  in  the  quantity  of 
glycogen  in  rigor  of  the  muscle.  On  the  other  side,  Bohm  '  has  observed 
cases  in  which  no  consumption  of  glycogen  took  place  in  rigor  of  the 
muscle,  and  he  has  also  found  that  the  quantity  of  lactic  acid  produced  is 
not  proportional  to  the  quantity  of  glycogen.  It  is  therefore  possible  that 
the  consumption  of  glycogen  and  the  formation  of  lactic  acid  in  the  muscles 
are  two  processes  independent  of  each  other,  and,  as  above  stated  in  regard 
to  the  formation  of  paralactic  acid,  the  lactic  acid  of  the  muscle  may  be 
considered  as  a  decomposition  product  of  proteid.  The  origin  of  the  carb,on 
dioxide  is  also  not  to  be  sought  for  in  the  decomposition  of  the  glycogen  or 
dextrose.  Pfluger  and  Stintzing  "  have  found  that  in  the  muscle  a  snb- 
«tance  occurs  which  evolves  large  quantities  of  carbon  dioxide  on  boiling 
with  water,  and  it  is  probably  this  substance  which  is  decomposed  with  the 
formation  of  carbon  dioxide  in  tetanus  as  well  as  in  rigor.  In  this  connec- 
tion we  call  attention  to  the  fact  that  phosphocarnic  acid  yields  lactic  acid 
as  well  as  carbon  dioxide  as  cleavage  products. 

After  the  muscles  have  been  rigid  for  some  time  they  relax  again  and 
the  muscles  become  softer.  This  is  in  part  produced  by  the  strong  acid 
dissolving  the  myosin-clot  and  in  part,  and  in  all  probability  mainly,  upon 
the  commencement  of  putrefaction. 

Metabolism  in  the  Inactive  and  Active  Muscles.  It  is  admitted  by  a 
number  of  prominent  investigators,  Pflugee  and  Colasanti,  Zfittz  and 
RoHRiG,"  and  others,  that  the  exchange  of  material  in  the  muscles  is  regu- 
lated by  the  nervous  system.  When  at  rest,  when  there  is  no  mechanical 
exertion,  we  have  a  condition  which  Zuktz  and  Roheig  have  designated 
"'chemical  tonus.''''  This  tonus  seems  to  be  a  reflex  tonus,  for  it  may  be 
reduced  by  discontinuing  the  connection  between  the  muscles  and  the 
central  organ  of  the  nervous  system  by  cutting  through  the  spinal  cord  or 
the  muscle-nerves,  or  by  paralyzing  the  same  by  means  of  cnrara  poison. 
The  possibility  of  reducing  the  chemical  tonus  of  the  muscles  by  any  of  the 
above-mentioned  means,  but  especially  by  the  action  of  cnrara,  offers  an 
important  means  of  deciding  the  extent  and  kind  of  chemical  processes 
going  on  in  the  muscles  when  at  rest.  In  comparative  chemical  investiga- 
tion of  the  processes  in  the  active  and  the  inactive  muscles  several  methods 

'  Naase,  Beilr.  z.  Physiol,  der  kontrakt.  Substanz,  Pfltlger's  Arch.,  Bd.  3 ;  Werther, 
iMd.,  Bd.  46 ;  Bahm,  ibid.,  Bdd.  23  and  46. 

« Pflager's  Arch.,  Bd.  18. 

>  See  the  works  of  Pflflger  and  his  pupils  in  Pfltlger's  Arch.,  Bdd.  4,  18,  14,  16,  and 
18 ;  ROhrig,  ibid.,  Bd.  4,  8.  57.     See  also  Zuntz,  ibid.,  Bd.  12,  S.  522. 
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of  procedure  have  beea  adopted.  The  removed  homonymous,  active  and 
inactive  muscles  have  been  compared,  also  the  arterial  and  venous  muscle- 
blood  in  rest  and  activity,  and  lastly  the  total  exchange  of  material,  the 
receipts  and  expenditures  of  the  organism,  have  been  investigated  under 
these  two  conditions. 

By  investigations  according  to  these  several  methods  it  has  been  found 
that  the  active  muscle  takes  up  oxygen  from  the  blood  and  returns  to  it 
carbon  dioxide,  and  also  that  the  quantity  of  oxygen  taken  up  is  greater 
than  the  oxygen  contained  in  the  carbon  dioxide  eliminated  at  the  same 
time.  The  muscle,  therefore,  holds  in  some  form  of  combination  a  part  of 
the  oxygen  taken  up  while  at  rest.  During  activity  the  exchange  of 
material  in  the  muscle,  and  therewith  the  exchange  of  gas,  is  increased. 
The  animal  organism  takes  up  considerably  more  oxygen  in  activity  than 
when  at  rest,  and  eliminates  also  considerably  more  carbon  dioxide.  The 
quantity  of  oxygen  which  leaves  the  body  as  carbon  dioxide  during  activity 
is  considerably  larger  than  the  quantity  of  oxygen  taken  up  at  the  same 
time;  and  the  venous  muscle-blood  is  poorer  in  oxygen  and  richer  in  carbon 
dioxide  during  activity  than  during  rest.  The  exchange  of  gases  in  the 
muscles  during  activity  is  the  reverse  of  that  at  rest,  for  the  active  muscle 
gives  up  a  quantity  of  carbon  dioxide  which  does  not  correspond  to  the 
quantity  of  oxygen  taken  up,  but  is  considerably  greater.  It  follows  from 
this  that  ia  muscular  activity  not  only  does  oxidation  take  place,  but  also 
splitting  processes  occur.  This  follows  also  from  the  fact  that  removed 
blood-free  muscles  when  placed  in  an  atmosphere  devoid  of  oxygen  can 
labor  for  some  time  and  also  yield  carbon  dioxide  (Heemakk'  '). 

During  muscular  inactivity,  in  the  ordinary  sense,  a  consumption  of 
glycogen  takes  place.  This  is  inferred  from  the  observations  of  several 
investigators  that  the  quantity  of  glycogen  is  increased  and  its  corresponding 
consumption  reduced  in  those  muscles  whose  chemical  tonus  is  reduced 
either  by  cutting  through  the  nerve  or  for  other  reasons  (Bbrkard,  Chait- 
DBLOK,  Wat,"  and  others).  In  activity  this  consumption  of  glycogen  is 
increased,  and  it  has  been  positively  proved  by  the  researches  of  several 
investigators  (Nassb,  Weiss,  Kulz,  Makctjse,  Manche,  Moeat  and 
Dueotje')  that  the  quantity  of  glycogen  in  the  muscles  in  activity  decreases- 
quickly  and  freely.  As  shown  by  the  researches  of  Ohauvbatj  and  Katjf- 
MAKiT,  QuiNQUAUD,  MoKAT  and  DuFOUE,  Catazzani,  and  especially  those 

'  L.  c.  In  regard  to  gas  exchange  in  removed  muscles  see  also  J.  Tissot,  Arch,  de 
Physiol.  (5),  Tomes  6  and  7,  and  Compt.  rend.,  Tome  120. 

»  Chandelon,  Pfltlger's  Arch.,  Bd.  13;  Way,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  34, 
which  contains  also  the  pertinent  literature. 

s  Nasse,  Pflilger's  Arch.,  Bd.  3  ;  Weiss,  Wien.  Sitzungsber. ,  Bd.  64  ;  Kulz,  in  Lud- 
wig's  Festschrift,  Marburg,  1891 ;  Marcuse,  Pfliiger's  Arch.,  Bd.  39 ;  Manche,  Zeitschr. 
f.  Biologic,  Bd.  25  ;  Morat  and  Dufour,  Arch.  f.  Physiol.  (5),  Tome  4. 
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of  Seeqen,'  the  sugar  is  removed  from  the  blood  and  consumed  daring 
activity.  According  to  Seegen  a  very  abundant  formation  of  sugar  takes 
place  in  the  liver,  and  correspondingly  the  blood  of  the  hepatic  vein  is  much 
richer  in  sugar  than  that  in  the  portal  vein,  and  this  sugar  of  the  blood  is, 
according  to  him,  the  source  of  heat  formatiom  and  mechanical  activity. 
It  is  nevertheless  true  that  important  objections  have  been  presented, 
against  a  few  of  these  investigations,  and  a  sugar  formation  according  to 
Seegen's  idea  has  been  denied  by  several  investigators,  and  recently  by 
ZuNTZ  and  Mosso ; "  but  still  there  can  exist  hardly  any  doubt  that  sugar 
is  consumed  in  muscular  activity. 

The  amphoteric  reaction  of  the  inactive  muscles  is  changed  during 
activity  to  an  acid  reaction  (Du  Bois'-Eetmond  and  others),  and  the  acid 
reaction  increases  to  a  certain  point  with  the  work.  The  quickly  contract- 
ing pale  muscles  produce,  according  to  Gleiss,'  more^  acid  during  activity 
than  the  more  slowly  contracting  red  muscles.  The  acid  reaction  appearing 
during  activity  was  formerly  considered  due  to  the  formation  of  lactic  acid, 
a  view  which  has  been  contradicted  by  Astaschewskt,  Pfluger  and 
"Waeeen,*  who  found  less  lactic  acid  in  the  tetanized  muscle  than  when  at 
rest.  MoNARi  also  found  a  decrease  in  the  quantity  of  lactic  acid  during 
activity,  and  according  to  Heftee  the  quantity  of  lactic  acid  in  the  muscle 
is  diminished  in  tetanus  produced  by  poison.  Contrary  to  these  investiga- 
tions Maecusb  and  Wekthee  *  have  been  able  to  prove  the  formation  of 
lactic  acid  during  activity;  still  the  statements  are  very  contradictory. 
Other  observations  speak  for  a  formation  of  lactic  acid  daring  activity. 
Thus  Spieo  found  an  increase  in  the  quantity  of  lactic  acid  in  the  blood 
during  work.  Colasanti  and  Mqscatelli  found  small  qaantities  of  lactic 
acid  in  human  urine  after  strenuous  marches,  and  Weether  observed 
abundance  of  lactic  acid  in  the  urine  of  frogs  after  tetanization.  According 
to  Hoppe-Seylee,  on  the  contrary,  in  agreement  with  his  view  in  regard 
to  the  formation  of  lactic  acid,  a  formation  of  lactic  acid  does  not  take  place 
regularly  during  work,  but  only  when  insufficient  oxygen  is  supplied. 
ZiLLESEN '  has  also  found  that  on  artificially  cutting  off  the  oxygen  from 

'  Chauveau  and  Kaufmann,  Compt.  rend.,  Tomes  103,   104,  and  105  ;   Quinquaud, 

Maly's  Jahresber.,  Bd.  16,  S.  321;  Moral  and  Dufouv,   1.   c;   Cavazzani,   Centralbl.  f. 

Physiol.,  Bd,  8  ;  Seegen,  "  Die  Zuckerbildung  im  TbierkBrper,"  Berlin,  1890,  Centralbl. 

f.  Physiol.,  Bd.  8,  S.  417,  and  Bdd.  9  and  10 ;  Du  Bois-Eeymond's  Arch.,  1895 and  1896; 

'  PflUger's  Arch.,  Bd.  50. 

»  Mosse,  Pfliiger's  Arch.,  Bd.  63  ;  Zuntz,  Centralbl.  f.  Physiol.,  Bd.  10,  and  Du  Bois- 
Reymond's  Arch.,  1896,  S.  588.    See  also  Schenck,  PflUger's  Arch.,  Bdd.  61  and  65. 

'  PflUger's  Arch.,  Bd.  41. 

*  Astaschewsky,  Zeitschr.  f.  physiol.  Chem.,  Bd.  4  ;  Warren,  Pfliiger's  Arch..  Bd.  24. 

»  Monari,  Maly's  Jahresber.,  Bd.  19,  S.  303  ;  Hefter,  Arch.  f.  exp.  Path.  u.  Pharm., 
Bd.  31  ;  Mnrcuse,  1.  c;  Werther,  PflUger's  Arch.,  Bd.  46. 

'  Spiro,  Zeitschr.  f.  physiol.  Chem.,  Bd.  1 ;  Colasanti  and  Moscatelli,  Maly's  Jahres- 
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the  muscles  during  life  more  lactic  acid  was  formed  than  under  normal 
condibions. 

It  is  evident  that  the  experiments  with  the  muscles  in  situ — in  other 
words,  with  muscles  through  which  blood  is  passing — cannot  yield  any  con- 
clusion to  the  above  question,  as  the  lactic  acid  formed  during  work  may 
perhaps  be  removed  by  the  blood.  The  following  objections  can  be  made 
against  those  experiments  in  which  lactic  acid  has  been  found  after  moderate 
work  in  the  blood  or  the  urine,  as  also  especially  against  the  experiments 
with  removed  active  muscles,  namely,  that  in  these  cases  the  supply  of 
oxygen  to  the  muscles  was  not  suflB.cient,  and  that  the  lactic  acid  formed 
thereby  is  not,  in  accordance  with  the  views  of  Hoppe-Sbylee,  a  perfectly 
normal  process.  The  question  as  to  the  formation  of  lactic  acid  in  the 
active  muscle  under  perfect  physiological  conditions  is  still  an  open  one. 

According  to  Wetl  and  Zeitlee,'  the  active  muscle  contains  more 
phosphoric  acid  (in  part  formed  by  the  decomposition  of  lecithin)  than  the 
inactive  muscle.  As  in  the  dead  muscle,  so  in  the  active  muscle,  the  some- 
what stronger  acid  reaction  is  in  part  due  to  a  greater  quantity  of  mono- 
phosphate. 

The  amount  of  proteids  in  the  removed  muscles  is,  according  to  the 
older  investigators,  decreased  by  work.  The  correctness  of  this  statement 
is,  however,  disputed  by  other  investigators.  The  older  statements  in  regard 
to  the  nitrogenous  extractive  bodies  of  the  muscle  in  rest  and  in  activity 
are  likewise  uncertain.  According  to  the  recent  researches  of  Monaki  '  the 
total  quantity  of  creatin  and  creatinin  is  increased  by  work,  and  indeed  the 
amount  of  creatinin  is  especially  augmented  by  an  excess  of  muscular 
activity.  The  creatinin  is  formed  essentially  from  the  creatin.  In  excessive 
activity  Monaei  also  found  xantho-creatinin  in  the  muscle,  and  the  quan- 
tity was  one  tenth  of  that  of  the  creatinin.  The  quantity  of  xanthin  bodies 
is,  according  to  Mokaei,  decreased  under  the  ihiluence  of  work.  It  seems 
to  have  been  positively  shown  that  the  active  muscle  contains  a  smaller 
quantity  of  bodies  soluble  in  water  and  a  larger  quantity  of  bodies  soluble 
in  alcohol  than  the  resting  muscle  (Helmholtz  '). 

Attempts  have  been  made  to  solve  the  question  relative  to  the  behavior 
of  the  nitrogenized  constituents  of  the  muscle  at  rest  and  during  activity  by 
determining  the  total  quantity  of  nitrogen  eliminated  under  these  different 
conditions  of  the  body.  "While  formerly  it  was  held  with  Liebig  that  the 
elimination  of  nitrogen  by  the  urine  was  increased  by  muscular  -work,  the 
researches  of  several  experimenters,  especially  those  of  Voit  on  dogs  and 

ber.,  Bd.  17,  S.  313  ;  Hoppe-Seyler,  1.  c,  and  Zeitschr.  f.  physiol.  Chem.,  Bd.  19,  S. 
476 ;  ZlUesen,  ibid.,  Bd.  15. 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  16,  S.  557. 

=  Maly's  Jahresber.,  Bd.  19,  S.  396. 

»  Arch.  f.  AnEit.  u.  Physiol.,  1845. 
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Pettenkofek  and  Voit  '  on  men,  have  led  to  quite  different  results.  They 
have  shown,  as  has  also  lately  been  confirmed  by  other  investigators,, 
especially  I.  Munk  and  Hibschfeld,'  that  during  work  no  increase  or  only 
a  very  insignificant  increase  in  the  elimination  of  nitrogen  takes  place. 

We  should  not  omit  to  mention  the  fact  that  a  series  of  experiments- 
have  been  made  showing  a  significant  increase  in  the  metabolism  of  proteids 
during  or  after  work.  We  have  as  example  the  observations  of  Flint  and 
Pavt  on  a  pedestrian,  v.  Wolff,  v.  Ftjnke,  Kebuzhage  and  Kbllker 
on  a  horse,  and  Dunlop  and  his  collaborators '  on  working  human  beings 
and  others.  The  researches  on  the  elimination  of  sulphur  during  rest  and 
activity  also  belong  to  this  category.  The  elimination  of  nitrogen  and 
sulphur  runs  parallel  with  the  metabolism  of  proteids  in  resting  and  active 
persons,*  and  the  quantity  of  sulphur  excreted  by  the  urine  is  therefore  alsa 
a  measure  of  the  proteid  decomposition.  The  older  researches  of  Ekgel- 
MANir,'  Flint,  and  Paty,  as  well  as  the  more  recent  ones  of  Beck  and 
Benedikt,'  and  Dunlop  and  his  collaborators,  show  an  increased  elimina- 
tion of  sulphur  during  or  after  work,  and  this  speaks  for  an  increased  pro- 
teid metabolism  because  of  muscular  activity. 

On  one  side  an  increased  proteid  metabolism  has  been  observed  on 
account  of  work,  and  on  the  other  side  no  increased  proteid  metabolism  ia 
observed  on  excessive  activity.  Tbese  contradictory  observations  are  not. 
directly  in  opposition  to  each  other,  because,  as  will  be  shown  later  (Chapter 
XVIII),  the  extent  of  proteid  metabolism  is  dependent  upon  several  condi- 
tions, such  as  the  quantity  and  composition  of  the  food,  the  condition  of  the 
adipose  tissue,  the  action  of  work  on  the  respiratory  mech.*nism,  etc.,  etc.^ 
all  of  which  might  have  an  influence  on  the  result  of  the  experiments.  In 
the  present  state  of  this  question  we  can  probably  maintain  that  an  increased 
proteid  metabolism  is  not  necessarily  directly  caused  by  work,  but  that  it 
occurs  in  those  bodies  where  the  store  of  non-nitrogenous  foods  present 
or  supplied  with  the  food  is  insufficient,  as  also  when  the  dyspnotic  symptoms, 
accompanied  by  an  increased  destruction  of  proteid  appear  with  increased 
activity.' 

'  UuteisucLungeD  liber  deu  Einfluss  des  Koclisalzes,  des  Kaffees  und  der  Muskelbc- 
wegungen  auf  den  Stoffwechsel  (MilncLen,  1860),  and  Zeitschr.  f.  Biologic,  Bd.  2. 

'  I.  Munk,  Du  Bois-Reymond's  Arch.,  1890  and  1896  ;  Hirschfeld,  Virchow's  Arch., 
Bd.  121. 

»  Flint,  Journ.  of  Anat.  and  Physiol.,  Vols.  11  and  12  ;  Pavy,  The  Lancet,  1876  and 
1877;  Wolff,  V.  Funke,  Kellner,  cited  from  Voit,  Hermann's  Handb.,  Bd.  6,  S.  197; 
Dunlop,  Noel-PatoD,  Stockman,  and  Maccadam,  Journ.  of  Physiol.,  Vol.  22. 

*  See  I.  Munk,  Du  Bois-Reymond's  Arch.,  1895. 

'  Du  Bois-Reymond's  Arch.,  1871. 

«  Flint,  1.  c;  Pavy,  1.  c;  Beck  and  Benedikt,  Pflllger's  Arch.,  Bd.  54. 

'  See  Kummacher,  Zeitschr.  f.  Biologie,  Bd.  33,  and  the  works  of  I.  Munk  in  Du 
Bois-Reymond's  Arch.,  1890  and  1896. 
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The  older  investigations  on  the  amount  of  fat  in  removed  muscles  daring 
activity  and  at  rest  have  not  led  to  any  definite  results.  According  to  the 
recent  investigations  of  Zuntz  and  Bogdanow  '  the  fat  belonging  to  the 
mascle-fibres  and  which  is  difficultly  extracted  takes  part  in. work.  Besides 
these  we  have  several  researches  by  VoiT,  PETTEifKOFER  and  VoiT, 
J.  Fkentzbl,"  and  others  which  make  an  increased  destruction  of  fat  d  iiring 
work  probable.  We  mast  also  mention  the  statement  of  Siegfhied  '  that 
the  quantity  of  phosphocarnic  acid  is  decreased  during  work. 

If  the  results  of  the  investigations  thus  far  made  of  the   chemical 

processes  going  on  in  the  active  and  inactive  muscle  were  collected  together, 

we  would  find  the  following  characteristics  for   the  active  muscle.     The 

active  mascle  takes  up  more  oxygen  and  gives  off  more  carbon  dioxide  than 

the  inactive  muscle;   still  the  elimination  of  carbon  dioxide  is  increased 

considerably  more  than  the  absorption  of  oxygen.     The  respiratory  quotient, 

CO 

-pr-^,  is  found  to  be  regularly  raised  during  work ;  yet  this  rise,  which  will 

be  explained  in  detail  in  a  following  chapter  on  metabolism,  can  hardly  be 
conditioned  on  tl^e  kind  of  processes  going  on  in  the  muscle  during  activity 
wich  a  sufficient  supply  of  oxygen.  In  work  a  consumption  of  carbohydrates, 
glycogen,  and  sugar  takes  place.  A  consumption  of  sugar  seems  only  to 
have  been  shown  in  muscle  with  blood  circulation,  while  a  consumption  of 
glycogen  also  has  been  observed  in  removed  muscle.  The  acid  reaction  of 
the  mnscle  beconxes  greater  with  work.  In  regard  to  the  extent  of  a 
re-formation  of  lactic  acid  opinion  is  divided.  An  increased  consumption 
of  fat  has  occasionally  been  observed.  The  quantity  of  phosphocarnic  acid 
decreases,  and  an  increase  in  the  nitrogenous  extractives  of  the  creatiniu 
group  seems  also  to  occur.  Proteid  metabolism  has  been  found  increased 
in  certain  series  of  experiments,  and  not  in  others;  but  an  increased  elimina- 
tion of  nitrogen  as  a  direct  consequence  of  muscular  exertion  has  thus  far 
not  been  positively  proved. 

In  close  connection  with  the  above-mentioned  facts  we  have  the  question 
as  to  the  origin  of  muscular  activity  so  far  as  it  has  its  origin  in  chemical 
processes.  In  the  past  the  generally  accepted  opinion  was  that  of  Liebig,- 
that  the  source  of  muscular  action  consisted  of  a  metabolism  of  the  proteid 
bodies;  to-day  another,  generally  accepted,  view  prevails.  Pick  and  Wis- 
LIOENUS '  climbed  the  Faulhorn  and  calculated  the  amount  of  mechanical 
force  expended  in  the  attempt.  "With  this  they  compared  the  mechanical 
equivalent  transformed  in  the  same  time  from  the  proteids,  calculated  from 

'  See  foot-note  3,  page  345. 
=  Pfliiger's  Arch.,  Bd.  68. 
»  Zeitschr.  f.  pbysiol.  Chem.,  Bd.  21. 

*  Vierteljahrsschr.  d.  Zurich,  naturf.  Gesellsch.,  Bd.  10.     Cited  from  Centralbl.  f.  d. 
med.  Wiss.,  1866,  S.  309. 
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the  nibrogen  eliminated  with  the  nrine,  and  found  that  the  work  really 
performed  was  not  by  any  means  compensated  by  the  consumption  of 
proteid.  It  was  therefore  proved  by  this  that  proteids  alone  cannot  be  the 
source  of  muscular  activity,  and  that  this  depends  in  great  measure  on  the 
metabolism  of  non-nitrogenous  substances.  Many  other  observations  have 
led  to.  the  same  result,  especially  the  experiments  of  VoiT,  of  Pbttenkofee 
and  VoiT,  and  of  other  investigators,  whose  experiments  show  that  while 
the  elimination  of  nitrogen  remains  unchanged,  the  elimination  of  carbon 
dioxide  during  work  is  very  considerably  increased.  It  is  also  generally 
considered  as  positively  proved  that  muscular  work  is  produced,  at  least  in 
greatest  part,  by  the  metabolism  of  non-nitrogenous  substances.  Neverthe- 
less there  is  no  warrant  for  the  statement  that  muscular  activity  is  pro- 
duced entirely  at  the  cost  of  the  non-nitrogenous  substances,  and  that  the 
proteid  bodies  are  without  importance  as  a  source  of  force. 

The  recent  investigations  of  Pflugee  '  are  of  great  interest  in  this  con- 
nection. He  fed  a  bulldog  for  more  than  7  months  with  meat  which  alone 
did  not  contain  sufficient  fat  and  carbohydrates  for  the  production  of  heart 
activity,  and  then  let  him  work  very  hard  for  periods  of  14,  35,  and  41 
days.  The  positive  results  obtained  by  these  series  of  experiments  was  that 
■"  complete  muscular  activity  may  be  effected  to  the  greatest  extent  in  the 
absence  of  fat  and  carbohydrates,"  and  the  ability  of  proteids  to  serve  as  a 
source  of  muscular  energy  cannot  be  denied. 

The  nitrogenous  as  well  as  the  non-nitrogenous  nutriments  may  serve  as 
source  of,  force ;  but  the  views  are  divided  in  regard  to  the  relative  value  of 
these.  Pflugek  claims  that  no  muscular  work  takes  place  without  a 
decomposition  of  proteid,  and  the  living  cell-substance  prefers  always  the 
proteid  and  rejects  the  fat  and  sugar,  contenting  itself  with  these  only  when 
proteids  are  absent.  Other  investigators,  on  the  contrary,  believe  that  the 
muscles  first  draw  on  the  supply  of  non-nitrogenous  nutriments,  and  accord- 
ing to  Seegen,  CHAUVEAtr,  and  Laulanie  '  the  sugar  is  indeed  the  only 
direct  source  of  muscular  force.  The  last-mentioned  investigator  holds 
that  the  fat  is  not  directly  utilized  for  work,  but  only  after  a  previous 
«onversion  into  sugar.  ZuNTZ  and  his  collaborators'  have  made  strong 
objections  against  the  correctness  of  such  a  view.  If,  according  to  Zun^tz, 
the  fat  must  be  first  transformed  into  sugar  before  it  can  serve  as  source  of 
muscular  work,  it  must  require  about  30^  more  energy  to  perform  the  same 
work  with  fatty  food  as  it  does  with  carbohydrates ;  but  this  is  not  the  case. 

'  PflUger's  Arch.,  Bd.  50. 

'  See  Seegen,  foot-note  1,  page  349.  The  works  of  Chauveau  and  hla  collaborators 
are  found  In  Comp.  rend.,  Tomes  131,  122,  and  123  ;  Laulanie,  Arch,  de  Physiol.  (5;, 
Tome  8. 

'  See  Zuntz,  Du  Bois-Beymond's  Arch.,  1896,  S.  358  and  S.  538  ;  Zuntz  and  Heyiie- 
man.  ibid..  1897.  8.  535. 
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According  to  his  investigations  all  foods  have  the  same  ability  to  yield 

material   for   mascalar  work,  without   being  previously  transformed  into 

sugar.     It  is  apparent  that  such  an  assumption  does  not  stand  in  opposition. 

to  the  view  suggested  by  Bukgb,  Zuktz,  I.  Munk,  and  others,  in  which 

the  non-nitrogenous  bodies  are  those  which  are  prominently  necessary  in  the 

defrayal  of  work  in  the  muscles, 

Siegfried  considers,  as  above  stated,  the  phosphocarnic  acid  as  a  source  of  force. 
According  to  bis  and  Krugek's  '  researches  phosphocarnic  acid  occurs  in  part  ready  in 
the  muscle,  which  yields  on  cleavage,  among  other  bodies,  carbon  dioxide,  and  in  part 
a  hypothetical  aldehyde  combination  of  the  same^a  combination  which  forms  phospho- 
carnic acid  on  oxidation.  Sbigfribd  therefore  makes  the  suggestion  tbat  in  the  resting 
muscle,  which  requires  more  oxygen  than  in  the  carbon  dioxide  eliminated,  this  reduc- 
ing aldehyde  substance  is  gradually  oxidized  to  phosphocarnic  acid,  which  is  used  in  the 
activity  of  the  muscle  with  the  splitting  off  of  carbon  dioxide. 

Quantitative  Composition  of  the  Muscle.  A  large  number  of  analyses 
have  been  made  of  the  flesh  of  various  animals  for  purely  practical  purposes, 
in  order  to  determine  the  nutritive  value  of  different  varieties  of  meat;  but 
we  have  no  exact  scientific  analyses  with  sufficient  regard  to  the  quantity  of 
different  albuminous  bodies  and  the  remaining  muscle-constituents,  or  these 
analyses  are  incomplete  or  of  little  value. 

To  give  the  reader  some  idea  of  the  variable  composition  of  muscle- 
substance  we  give  the  following  summary,  chiefly  obtained  from  K.  B. 
Hofmann's"  book.     The  figures  are  parts  per  1000. 

Muscles  of 
Muscles  of  Muscles  of  Cold-blooded 

Mammals.  Birds.  Animals. 

Solids 217-355  237-282                       200 

Water 745-783  717-773                      800 

Organic  bodies 208-245  217-363  180-190 

Inorganic  bodies 9-10                      10-19                      10-30 

Myosin 35-106  29.8-111  29.7-87 

Stroma  substance  (Danilbwsky) 78-161  88.0-184  70.0-121 

Alkali  albuminate 29-30  —  — 

Creatin 3  3.4  2.3 

Xanthin  bodies 0.4-0.7  0.7-0.3  — 

Inosinic  acid  (barium  salt) 0.1  0.1-0.3  — 

Protic  acid —  —  7.0 

Taurin 0.7  (horse)  —  1.1 

Inosit  0.03  —  — 

Glycogen 4-5  —  3-5 

Lactic  acid 0.4-0.7  —  — 

Phosphoric  acid 3.4-4.8 

Potash 3.0-4.0 

Soda 0.4 

Lime 0.2 

Magnesia 0.4 

Sodium  chloride ; 0.04-0.1 

Iron  oxide .^ 0.03-0.1 

In  this  table,  which  has  little  value  because  of  the  variation  in  the  com- 
position of  the  muscles,  we  have  no  results  as  to   the  estimates  of  fat. 

I  Zeitschr.  f.  physiol.  Chem.,  Bd.  22. 

«  Lehrbuch  d.  Zoochem.  (Wien,  1876),  S.  104. 
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Owiug  to  the  variable  quantity  of  fat  in  meat  it  is  hardly  possible  to  quote 
a  positive  average  for  this  body.  After  most  careful  efEorts  to  remove  the 
fat  from  the  muscles  wibhoub  chemical  means,  it  has  been  found  that  a 
variable  quantity  of  intermuscular  fat,  which  does  not  really  belong  to  the 
muscular  tissue,  always  remains.  The  smallest  quantity  of  fat  in  the 
muscles  from  lean  oxen  is  6,1  p.  m.  according  to  Geouven,  and  7.6  p.  m. 
according  to  Petersen.  This  last  observer  also  found  regularly  a  smaller 
quantity  of  fat,  7.6-8.6-  p.  m.,  in  the  fore  quarter  of  oxen,  and  a  greater 
amount,  30.1-34.6  p.  m.,  in  the  hind  quarter  of  the  animal,  but  this  could 
not  be  substantiated  by  Steil.'  A  small  quantity  of  fat  has  also  been  found 
in  the  muscles  of  wild  animals.  B.  KoNiG  and  Faewick  found  10.7  p.  m. 
fat  in  the  muscles  of  the  extremities  of  the  hare,  and  14.3  p.  m.  in  the 
muscles  of  the  partridge.  The  muscles  of  pigs  and  fattened  animals  are, 
when  all  the  adherent  fat  is  removed,  very  rich  in  fat,  amounting  to  40-90 
p.  m.  The  muscles  of  certain  fishes  also  contain  a  large  quantity  of  fat. 
According  to  Almen,  in  the  flesh  of  the  salmon,,  the  mackerel,  and  the  eel 
there  are  contained  respectively  100,  164,  and  329  p.  m.  fat.''  i 

The  quantity  of  watee  in  the  muscle  is  liable  to  considerable  variation. 
The  quantity  of  fat  has  a  special  influence  on  the  quantity  of  water,  and  we 
find,  as  a  rule,  that  the  flesh  which  is  deficient  in  water  is  correspondingly 
rich  in  fat.  The  quantity  of  water  does  not  depend  alone  upon  the  amount 
of  fat,  but  upon  many  other  circumstances,  among  which  we  must  mention 
the  age  of  the  animal.  In  young  animals  the  organs  in  general,  and  there- 
fore also  the  muscles,  are  poorer  in  solids  and  richer  in  water.  In  man  the 
quantity  of  water  decreases  until  mature  age,  but  increases  again  towards  old 
age.  Work  and  rest  also  influence  the  quantity  of  water,  for  the  active 
muscle  contains  more  water  than  the  inactive.  The  uninterruptedly  active 
heart  should  therefore  be  the  muscle  richest  in  water.  That  the  quantity 
of  water  may  vary  independently  of  the  amount  of  fat  is  strikingly  shown 
by  comparing  the  muscles  of  different  species  of  animals.  In  cold-blooded 
animals  the  muscles  generally  have  a  greater  quantity  of  water,  in  birds  a 
lower.  The  comparison  of  the  flesh  of  cattle  and  fish  shows  very  strikingly 
the  different  amounts  of  water  (independent  of  the  quantity  of  fat)  in  the 
flesh  of  different  animals.  According  to  the  analysis  of  Almen,'  the 
muscles  of  lean  oxen  contain  15  p.  m.  fat  and  767  p.  m.  water;  the  flesh  of 
the  pike  contains  only  1.5  fat  and  839  p.  m.  water. 

For  certain  purposes,  as,  for  example,  in  experiments  on  .metabolism,  it 

'  PflUger's  Arch.,  Bd.  61. 

'  In  regard  to  the  literature  and  complete  statements  on  the  composition  of  flesh  of 
various  animals,  see  KBnig,  Chemie  der  menschlichen  Nahrungs-  und  Qenussmittel, 
3.  Aufl. 

'  Nova  Act.  reg.  Soc.  Scient.  TJpaal.,  Vol.  extr.  ord.,  1877 ;  also  Maly's  Jabresber., 
Bd.  7,  S.  307. 
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is  important  to  know  the  elementary  composition  of  flesh.  In  regard  to 
the  quantity  of  nitrogen  we  generally  accept  Voit's  fignre,  namely,  3.4^, 
as  an  average  for  fresh  lean  meat.  According  to  Nowak  and  Huppeet  ' 
this  quantity  may  vary  about  0.6^,  and  in  more  exact  investigations  it  is 
therefore  necessary  to  specially  determine  the  nitrogen.  Complete  elemen- 
tary analyses  of  flesh  have  recently  been  made  with  great  care  by  Argu- 
iiKSKY.  The  average  for  ox-flesh  dried  in  vacuo  and  free  from  fat  and 
with  the  glycogen  deducted  was  as  follows:  C  49.6;  H  6.9;  N  15.3; 
0  -|-  S  33.0;  and  ash  5.2^.  The  relationship  of  the  carbon  to  nitrogen, 
which  Aegutinskt  calls  the  "  flesh  quotient,"  is  on  an  average  3.34  : 1. 
According  to  Salkowski,"  of  the  total  nitrogen  of  beef  77.4^  was  insoluble 
proteids,  10.08^  soluble  proteids,  and  13.53^  other  soluble  bodies. 

We  have  complete  investigations  by  Katz  '  as  to  the  quantity  of  mineral 
constitnents  of  the  muscles  from  man  and  animals.  The  variation  in  the 
different  elements  is  considerable.  Pork  is  much  richer  in  sodium  as  com- 
pared with  potassium  than  other  kinds  of  meat.  The  quantity  of  mag- 
nesium is  greater  and  often  considerably  greater  than  calcium  in  all  kinds  of 
flesh  investigated,  with  the  exception  of  shell-fish,  the  eel  and  the  pike.  Beef 
is  very  poor  in  calcium.  Potassium  and  phosphoric  acid  are  the  most 
abundant  mineral  constituents  of  all  flesh. 

Non-striated  Muscles. 

The  smooth  muscles  have  a  neutral  or  alkaline  reaction  (Du  Bois- 
Eeymond)  when  at  rest.  During  activity  they  are  acid,  which  is  inferred 
from  the  observations  of  Beenstein,  who  found  that  the  nearly  continually 
contracting  sphincter  muscle  of  the  Anodonta  is  acid  during  life.  The 
smooth  muscles  may  also,  according  to  Heidenhain  and  KtJHNB,  pass  into 
rigor  mortis  and  thereby  become  acid.  A  spontaneously  coagulating  plasma 
has  not  thus  far  been  obtained,  but  it  may  be  considered  as  the  juice 
obtained  by  pressing  the  muscles  of  the  Anodonta  and  which  coagulates 
immediately  at  -j-  45°  C.  or  within  34  hours  at  the  ordinary  temperature. 
Myosin  has  not  been  found  in  the  smooth  muscles.  Hbidekhain  and 
Hellwig  *  have  obtained  from  the  smooth  muscles  of  a  dog  an  albuminous 
body  which  coagulates  at  -\-  45°  to  49°  C.  and  which  is  analogous  to 
musculin.  The  smooth  muscles  contain  large  amounts  of  alkali  albuminates 
besides  an  albumin  coagulating  at  +  75°  0. 

'  Voit,  Zeitschr.  f.  Biologie,  Bd.  1 ;  Huppert,  ibid. ,  Bd.  7  ;  Nowak,  Wien.  Sitzungs- 
ber.,  Bd.  64,  Abth.  3. 

*  Argutinsky,  Pfluger's  Arch.,  Bd.  55  ;  Salkowski,  Centialbl.  f.  d.  med.  Wissensch., 
1894. 

'  Pfltlger's  Arch.,  Bd.  63. 

*  Du  Bois-Reymond  in  Nasse,  Hermann's  Handb.,  Bd.  1,  S.  339 ;  Bernstein,  ibid.; 
Heidenhain,  Md.,  S.  340,  with  Hellwig,  ibid.,  8.  339  ;  Kuhne,  Lehrbuch,  8.  331. 
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In  recent  times  our  knowledge  of  the  proteids  of  the  smooth  mnsoles  has 
been  advanced  by  the  researches  of  Vblichi.'  He  has  prepared  a  neutral 
plasma  from  the  gizzard  of  geese,  according  to  v.  Fubth's  method.  This 
plasma  coagalated  spontaneously  at  the  temperature  of  the  room,  although 
slowly.  It  contained  a  globulin,  precipitated  by  dialysis,  which  coagalated 
ab  55-60°  C.  and  also  showed  certain  similarities  with  KuHifE's  myosin. 
A  spontaneously  coagulating  albumin,  which  differed  from  myogen 
(t.  Fueth)  by  coagalating  at  45-50°  C.  and  which  passes  in  spontaneous 
coagulation  into  the  coagulated  modification  without  a  soluble  intermediate 
product,  exists  in  still  greater  quantities  in  this  plasma.  Alkali  albuminates 
do  not  occur,  but  a  nucleoproteid  is  found,  which  exists  in  about  five  times 
the  quantity  as  compared  with  non-striated  muscles. 

HcemoffloMn  occurs  in  the  smooth  muscles  of  certain  animals,  but  is 
absent  in  others.  Creatin  has  been  found  by  Lehmakn."  According  to 
Peemt  and  Valenciennes  '  the  muscles  of  the  Oephalopods  contain 
taurin  besides  creatinin  [creatin?).  Of  the  non-nitrogenous  substances, 
glycogen  and  lactic  acid  have  been  found  without  doubt.  The  mineral  con- 
stituents show  the  remarkable  fact  that  the  sodium  combinations  exceed  the 
potassinm  combinations. 

>  CeDtralbl.  f.  Physiol.,  Bd.  12,  S.  351. 

'  Cited  from  Nasse,  1.  c,  S.  339. 

» Cited  from  Kilhne's  Lehrbuch.S.  333. 


CHAPTER  XII. 
BRAIN  AKD  NERVES. 

On  account  of  the  difi3.cnlty  of  making  a  mechanical  separation  and 
isolation  of  the  different  tissue-elements  of  the  nervous  central  organ  and 
the  nerves,  we  must  resort  to  a  few  microchemical  reactions,  chiefly  to 
qualitative  and  quantitative  investigations  of  the  different  parts  of  the 
brain,  in  order  to  study  the  varied  chemical  composition  of  the  cells  and 
the  nerve-tubes.  This  study  is  accompanied  with  the  greatest  difficulty; 
and  although  our  knowledge  of  the  chemical  composition  of  tlie  brain  and 
nerves  has  been  somewhat  extended  by  the  investigations  of  modern  times, 
still  we  must  admit  that  this  subject  is  as  yet  one  of  the  most  obscure  and 
complicated  in  physiological  chemistry. 

Proteids  of  different  kinds  have  been  shown  to  be  chemical  constituents 
of  the  brain  and  nerves.  Some  of  them  are  insolable  in  water  and  dilute 
neutral-salt  solutions,  and  some  are  soluble  therein.  Amoing  the  latter  we 
find  albumin  and  globulin.  Nucleoalbumin,  which  is  often  considered  as 
an  alkali  albuminate,  also  occurs.  HALLiBUETOifr '  found  two  globulins  in 
the  brain,  one  of  which  coagulates  at  47-50°  C,  and  the  other  at  70°  C. 
He  found  in  the  gray  matter  a  nucleoalbumin  which  coagulated  at 
55-60°  0.  and  contained  0.5^  phosphorus.  It  seems  unquestionable  that 
the  albuminous  bodies  belong  chiefly  to  the  gray  substance  of  the  brain 
and  to  the  axis-cylinders.  The  same  remarks  apply  to  nuclein,  which 
V.  Jaoksch  "  found  in  large  quantities  in  the  gray  substance.  J^eurokeratin 
(see  page  51),  which  was  first  detected  by  Kuhn^e,  and  which  partly  forms 
the  neuroglia,  and  which  as  a  double  sheath  envelops  the  outside  of  the 
nerve  medulla  under  Schwanst's  sheath  and  the  inner  axis-cylinders,  chiefly 
occurs  in  the  white  substance  (Kuhnb  and  Chittexden,  Baitmstaek  '). 

The  phosphorized  substance  proiagon  must  be  considered  as  one  of  the 
chief  constituents,  perhaps  the  only  constituent  (Baumstark),  of  the  white 
substance.     This  last-mentioned  substance,  if  we  keep  for  the  present  to 

'  Oa  the  Chemical  Physiology  of  the  Animal  Cell.     King's  College,  London,  Physr 
iological  Laboratory.     Collected  Papers,  No.  1 ,  1893. 

■'  Pflilger's  Arch.,  Bd.  13. 

'  Kuhne  and  Chittenden,  Zeitschr.  f.  Biologie,  Bd.   36  ;   Baumstark,   Zeitschr.  f. 
physiol.  Chem.,  Bd.  9. 

358 


00N8T1TUTI0N  OF  BBAIN  AND  NERVES.  369 

the  most  carefully  studied  protagou — because  there  are  perhaps  several 
difEerent  protagons — yields  as  decompositiou  products  lecithin,  fatty  acids, 
and  a  nitrogenous  substance,  cerebrin;  this  last  probably  does  not  occur 
preformed  in  the  brain,  but  is  more  likely  a  product  of  transformation. 
That  lecithin  also  is  pre-existent  in  the  brain  and  nerves  can  hardly  be 
doubted.  The  investigations  thus  far  made  have  not  shown  decidedly 
■whether  it  is  more  abundant  in  the  gray  or  the  white  substance.  Fatty 
acids  and  neutral  fats  may  be  prepared  from  the  brain  and  nerves;  but  as 
these  may  be  readily  derived  from  a  decomposition  of  lecithin  and  protagon, 
Tvhich  exist  in  the  fatty  tissue  between  the  nerve-tnbes,  it  is  difficult  to 
decide  what  part  the  fatty  acids  and  neutral  fats  play  as  constituents  of  the 
real  nerve-substance.  Cholesterin  is  also  found  in  the  brain  and  nerves,  a 
part  free  and  a  part  in  chemical  combination  of  unknown  constitution 
(Batjmstaek).  Cholesterin  seems  to  occur  in  greater  abundance  in  the 
white  substance.  Besides  these  substances  the  nerve  tissue,  especially  the 
white  substance,  contains  doubtless  a  number  of  other  constituents  not 
well  known,  and  among  which  are  several  containing  phosphorus.  Thudi- 
CHUM  asserted  that  he  had  isolated  a  number  of  phosphorized  substances 
from  the  brain  which  he  divided  into  three  principal  groups:  kepalines, 
■myelines,  and  lecithines.'  But  thus  far  this  assertion  has  not  been  confirmed 
by  other  investigators. 

By  allowing  water  to  act  on  the  contents  of  the  medulla,  round  or 
oblong  double-contoured  drops  or  fibres,  not  unlike  double-contoured 
nerves,  are  formed.  This  remarkable  formation,  which  can  also  be  seen  in 
the  medulla  of  the  dead  nerve,  has  been  called  "  myeline  forms,'''  and  they 
were  formerly  considered  as  produced  from  a  special  body,  "myeline." 
Myeline  forms  may,  however,  be  obtained  from  other  bodies,  such  as  impure 
protagon,  lecithin,  fat,  and  impure  cholesterin,  and  they  depend  on  a 
decomposition  of  the  constituents  of  the  medulla.  According  to  Gad  and 
Heymans"  myeline  is  lecithin  in  a  free  condition,  or  in  loose  chemical  com. 
bination. 

The  extractive  bodies  seem  to  be  almost  the  same  as  in  the  muscles. 
We  find  creatin,  which  may,  however,  be  absent  (Baumstaek),  xanthin 
bodies,  inosit,  lactic  acid  (also  fermentation  lactic  acid) ,  uric  acid,  jecorin 
(according  to  Baldi,'  in  the  human  brain),  and  the  diamin  neuridin, 
C,I-Ij,2f , ,  discovered  by  Beiegek  '  and  which  is  most  interesting  because  of 
its  appearance  in  the  putrefaction  of  animal  tissues  or  in  cultures  of  the 
typhoid  bacillus.     Under  pathological  conditions  leucin  and  urea  have  been 

'  Thudichum,  GrundzUge  der  anatom.  und  klin.  Chem.,  Berlin,  1886,  and  Journ.  f. 
prakt.  Chem.  (N.  F.),  Bd.  53. 

»  Du  Boia-Reymond's  Arch.,  1890. 

^  Ibid.,  1887,  Supplbd. 

■•  Brieger,  Ueber  Ptomaine.    Berlin,  1885  and  1886. 
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found  in  the  brain.  Urea  is  also  a  physiological  constituent  of  the  brain  of 
cartilaginous  fishes.  According  to  the  researches  of  Gulewitsch  '  no 
nearin  occurs  in  fresh  ox-brains,  nor  is  it  formed  in  the  cleavage  of  pro- 
tagon.  The  different  results  obtained  by  Liebbeich  depends,  according  to> 
him,  upon  his  not  having  analyzed  a  pure  preparation  of  cholin  platinum 
chloride.  Gulewitsch  found  urea  and  two  not  studied  leucomaines  in 
the  watery  extract  of  brains. 

Of  the  ^  above-mentioned  constituents  of  xne  nerve-sabstance  protagon 
and  its  decomposition  products,  the  cerebrins  or  cerebrosides,  must  be 
specially  described. 

Protagon.  This  body,  which  was  discovered  by  Liebkeich,  is  a  nitrog- 
ehized  and  phosphorized  snbstance  whose  elementary  composition,  accord- 
ing to  Gamgeb  and  Blajtkenhobn,  is  C  66.39,  H  10.69,  N  2.39,  and 
P  1.068  per  cent.  Baumstaek  and  Euppbl  obtained  the  same  figures,  whil©. 
Liebkeich  found  an  average  of  3.80^  N  and  1.23^  P.  Kossel  and 
Preytag,"  who  obtained  still  higher  figures  for  the  nitrogen,  namely,  3.25^, 
and  somewhat  lower  figures  for  the  phosphorus,  0.97^,  found  some  sulphur, 
an  average  of  0.51^,  regularly  in  the  protagon,  Euppbl  also  found  some 
sulphur,  bat  in  such  small  quantity  that  he  considered  it  as  a  contamina- 
tion. On  boiling  with  baryta-water  protagon  yields  the  decomposition 
prodncts  of  lecithin,  namely,  fatty  acids,  glycerophosphoric  acid,  and  cholin 
(nearin?),  and  besides  this  also  cerebrin.  Kossel  and  Pbettag  found  that 
protagOQ  not  only  yielded  cerebrin  in  its  decomposition,  but  two  and  perhaps 
indeed  three  cerebrosides  (see  below),  namely,  cebebein,  keeasin  (homo- 
cerebrin),  and  encephalic.  Because  of  this  behavior,  and  also  because  of 
the  varying  elementary  composition  although  the  greatest  care  was  taken  in 
the  preparation,  Fbextag  considers  it  very  probable  that  there  are  several 
protagons. 

On  boiling  with  dilute  mineral  acids,  protagon  yields  among  other  sab- 
stances  a  reducing  carbohydrate.  On  oxidation  with  nitric  acid  protagon 
yields  higher  fatty  acids. 

Protagon  appears,  when  dry,  as  a  loose  white  powder.  It  dissolves  in 
alcohol  of  85  vols,  per  cent  at  +  45°  C,  bat  separates  on  cooling  as  a  snow- 
white,  fiaky  precipitate,  consisting  of  balls  or  groups  of  fine  crystalline 
needles.  It  decomposes  on  heating  even  below  100°  C.  It  is  hardly  soluble 
in  cold  alcohol  or  ether,  but  dissolves  on  warming.  It  swells  in  little  water, 
and  partly  decomposes.  With  more  water  it  swells  to  a  gelatinous  or  pasty ' 
mass,  which  with  much  water  yields  an  opalescent  liquid.  On  fusing  with 
saltpetre  and  soda,  alkali  phosphates  are  obtained. 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  27. 

'  Gamgee  and  Blankenhorn,  Zeitschr.  f.  pbysiol.  Chem.,  Bd.  3;  Baumstark,  1.  c; 
Ruppel,  Zeitschr.  f.  Biologie,  Bd.  31 ;  Liebreich,  Annal.  d.  Chem.  u.  Pharm.,  Bd, 
134;  Kossel  and,  Freytag,  Zeitschr.  f.  physiol.  Chem.,  Bd.  17. 
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Protagon  is  prepared  iu  the  following  way:  An  ox-brain  as  fresh  as 
possible,  with  the  blood  and  membranes  carefully  remoTed,  is  ground  fine 
and  then  extracted  for  several  hours  with  alcohol  of  85*  vols,  per  cent  at 
-f-  45°  C,  filtered  at  the  same  temperature,  and  the  residue  extracted  with 
warm  alcohol  until  the  filtrate  does  not  yield  a  precipitate  at  0°  C.  The 
several  alcoholic  extracts  are  cooled  to  0°  C.  and  the  precipitates  united  and 
completely  extracted  with  cold  ether,  which  dissolves  tlie  cholesterin  and 
lecithin-like  bodies.  The  residue  is  now  strongly  pressed  between  filter- 
paper  and  allowed  to  dry  over  snlphnric  acid  or  phosphoric  anhydride.  It 
is  now  pulverized,  digested  with  alcohol  at  -\-  45°  C,  filtered  and  slowly 
cooled  to  0°  C.  The  crystals  which  separate  may  be  purified  when  necessary 
by  recrystallization. 

The  same  steps  are  taken  when  we  wish  to  detect  the  presence  of 
protagon. , 

On  decomposing  protagon  or  ihe  protagons  by  the  gentle  action  of 
alkalies  we  obtain  as  cleavage  products,  as  above  stated,  one  or  more  bodies, 
which  Thudichtjm  has  embraced  under  the  name  cerebrosides.  The  cere- 
brosides  are  nitrogenous  substances  free  from  phosphorus,  which  yield  a 
reducing  variety  of  sugar  (galactose)  on  boiling  with  dilute  mineral  acids. 
On  fusing  with  potash  or  by  oxidation  with  nitric  acid  they  yield  higher 
fatty  acids,  palmitic  or  stearic  acids.  The  cerebrosides  isolated  from  the 
brain  are  cerebrin,  kerasin,  and  encephalin.  The  bodies  isolated  by  Kossel 
and  Feettag  from  pus,  pyosin  and  pyogenin  also  belong  to  tne  cere- 
brosides. 

Cerebrin.  Under  this  name  W.  Mullee  '  first  described  a  nitrogenous 
sabstance,  free  from  phosphorus,  which  he  obtained  by  extracting  a  brain- 
mass,  which  had  been  previously  boiled  with  baryta-water,  with  boiling 
alcohol.  Following  a  method  essentially  the  same,  but  differing  somewhat, 
Geoghegak  '  prepared  from  the  brain  a  cerebrin  with  the  same  properties 
as  Mullee's,  but  containing  less  nitrogen.  According  to  Paecus'  the 
cerebrin  isolated  by  Geoghegan  as  well  as  by  MCllee  consists  of  a  mixture 
of  three  bodies,  "  cerebrin,"  "  homocerebrin,"  and  "  encephalin."  Kossel. 
and  Feettag  isolated  two  cerebrosides  from  protagon  which  were  identical 
with  the  cerebrin  and  homocerebrin  of  Paecus.  According  to  these  inves- 
tigators the  two  bodies  phrenosin  and  kerasin  as  described  by  Thudichum 
seem  to  be  identical  with  cerebrin  and  homocerebrin. 

Cerebrin,  according  to  Paecus,  has  the  following  composition:  C  69.08, 
H  11.47,  N  3.13,  0  17.32$^,  which  corresponds  with  the  analyses  made  by 
Kossel  and  Feettag.  No  formula  has  been  given  to  this  body.  In  the 
dry  state  it  forms  a  pure  white,  odorless,  and  tasteless  powder.  On  heating 
it  melts,  decomposes  gradually,  smells  like  burnt  fat,  and  burns  with  a 

>  Annal.  d.  Chem.  u.  Pharm.,  Bd.  105. 

'  Zeitschr.  f.  physlol.  Chem.,  Bd.  3. 

»  Parous,  Ueber  einige  neue  GebirnstofEe.    Inaug.-Diss.  Leipzig,  1881. 
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laminoas  flame.  It  is  insoluble  ia  water,  dilute  alkalies,  or  baryta-water. 
It  is  also  insoluble  in  cold  alcohol  and  in  cold  or  hot  ether.  On  the  con- 
trary, it  is  soluble  in  boiling  alcohol  and  separates  as  a  flaky  precipitate  on 
cooling,  and  this  is  found  to  consist  of  a  mass  of  balls  or  grains  on  micro- 
scopical examination.  Cerebrin  forms  with  baryta  a  compound,  insoluble 
in  water,  which  decomposes  by  the  action  of  carbon  dioxide.  Cerebrin 
dissolves  in  concentrated  sulphuric  acid,  and  on  warming  the  solution  it 
becomes  blood-red.  The  variety  of  sugar  split  off  on  boiling  with  mineral 
acids — the  so-called  brain-sugar — is,  according  to  Thieefeldee/  galactose. 
Kerasin  (according  to  Thtjdichum)  or  honwcerebrin  (according  to 
Paecus)  has  the  following  composition:  C  70.06,  H  11.60,  N  3.33,  and 
0  16.11;^.  Encephalin  has  the  composition  0  68.40,  H  11.60,  N  ,3.09,  and 
0  16.91^.  Both  bodies  remain  in  the  mother-liquor  after  the  impure 
cerebrin  has  precipitated  from  the  warm  alcohol.  These  bodies  have  the 
tendency  of  separating  as  gelatinous  masses.  Kerasin  is  similar  to  cerebrin, 
but  dissolves  more  easily  in  warm  alcohol  and  also  in  warm  ether.  It  may 
be  obtained  as  extremely  fine  needles.  Encephalin  is,  according  to  Parous, 
a  transformation  product  of  cerbrin.  In  the  perfectly  pure  state  it  crystal- 
lizes in  small  lamellae.  It  swells  into  a  pasty  mass  in  warm  water.  Like 
cerebrin  and  kerasin,  it  yields  a  reducing  substance  (probably  galactose)  on 
boiling  with  dilate  acid. 

The  cerebrins  are  generally  prepared  according  to  Mullee's  method. 
The  brain  is  first  stirred  with  baryta-waber  until  it  appears  like  thin  milk, 
and  then  it  is  boiled.  The  insoluble  parts  are  removed,  pressed,  .and 
repeatedly  boiled  with  alcohol,  which  is  filtered  while  boiling  hot.  The 
impure  cerebrin  which  separates  on  cooling  is  freed  from  cholesterin  and  fat 
by  means  of  ether,  and  then  purified  by  repeated  solution  in  warm  alcohol. 
According  to  Paecus  this  repeated  solution  in  alcohol  is  continued  until  no 
gelatinous  separation  of  homocerebrin  or  encephalin  takes  place. 

According  to  Geoghegan's  method  the  brain  is  first  extracted  with  cold 
alcohol  and  ether  and  then  boiled  with  alcohol.  The  precipitate  which 
separates  on  the  cooling  of  the  alcoholic  filtrate  is  treated  with  ether  and 
then  boiled  with  baryta-water.  The  insoluble  residue  is  purified  by  repeated 
solution  in  boiling  alcohol. 

The  cerebrin  may  also  be  obtained  from  other  organs  by  employing  the 
above  methods.  The  quantitative  estimation,  when  such  is  desired,  may  be 
performed  in  the  same  way. 

KossBL  and  Pebttag  prepare  cerebrin  from  protagon  by  saponifying  it 
in  a  solution  in  methyl  alcohol  with  a  hot  solution  of  caustic  baryta  in 
methyl  alcohol.  The  precipitate  is  filtered  ofE  and  decomposed  in  water  by 
carbon  dioxide,  and  the  cerebrin  or  cerebroside  extracted  from  the  insoluble 
residue  by  hot  alcohol. 

Neuridin,  OsHuNj,  is  a  non-poisonous  diamin  discovered  by  Briegeb,  and  which 
Tvas  obtained  by  liim  in  the  putrefaction  of  meat  and  gelatin,  and  from  cultures  of  the 
typhoid  bacillus.  It  also  occurs  under  physiological  conditions  in  the  brain,  and  as 
traces  in  the  yolk  of  the  egg. 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  14. 
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Neuridiu  dissolves  in  water,  and  yields  on  boiling  with  alkalies  a  mixture  of 
■dimetbylamin  and  trimethylamin.  It  dissolves  with  difficulty  in  amyl-alcohol.  It  Is 
insoluble  in  ether  or  absolute  alcohol.  In  the  free  state  neuridin  has  a  peculiar  odor, 
suggesting  semen.  With  hydrochloric  acid  it  gives  a  combination  crystaliizing  in  long 
needles.  "With  platinle  chloride  or  gold  chloride  it  gives  crystallizable  double  combina- 
tions which  are  valuable  in  its  preparation  and  detection. 

Tlie  so-called  corpubcula  amtlacea,  which  occur  on  the  upper  surface  of  the 
brain  and  in  the  pituitary  gland,  are  colored  more  or  less  pure  violet  by  iodine  and 
more  blue  by  sulphuric  acid  and  iodine.  They  consist,  perhaps,  of  the  same  substance 
as  certain  prostatic  calculi,  but  they  have  not  been  closely  investigated. 

Quantitative  Composition  of  the  Brain.  The  qaantity  of  water  is 
greater  in  the  gray  than  in  the  white  suhstance,  and  greater  in  new-born 
or  young  individuals  than  in  adults.  The  brain  of  the  foetus  contains 
879-926  p.  m.  water.  According  to  the  observations  of  Weisbach'  the 
quantity  of  water  in  the  several  parts  of  the  brain  (and  in  the  medulla)  varies 
at  different  ages.  The  following  figures  are  in  1000  parts — A  for  men  and 
B  for  women : 

20-30  Years.  80-60  Years.  50-70  Years.  70-94  Years. 

'  A.  B.^         '~A.  bT^         '~A.  B.~^         '~A  bP 

"Whltesubstanceof  the  brain  695.6  682.9  683.1  703.1  701.9  689.6  726.1  722.0 

Grayditto 833.6  826.2  836.1  830.6  838.0  838.4  847.8  839.5 

Gyri 784  7  792.0  795.9  772.9  796.1  796.9  802.3  801.7 

Cerebellum  788.3  794.9  778  7  789.0  787.9  784.5  803.4  797.9 

Pons  Varolii 734.6  740.3  725.5  782.0  720.1  714.0  727.4  724.4 

Medulla  oblongata 744.3  740.7  732.5  729.8  722.4  730.6  736.2  733.7 

Quantitative  analyses  of  the  brain  have  also  been  made  by  Petbovtskt  " 
on  an  ox-brain,  and  by  Baumstakk  on  the  brain  of  a  horse.  In  the  analysis 
of  Petkowskt  the  protagon  has  not  been  considered,  and  all  organic,  phos- 
phorized  substances  were  calculated  as  lecithin.  On  these  grounds  these 
analyses  are  not  of  much  value  from  a  certain  standpoint.  In  Baumstaek's 
analyses  the  gray  and  the  white  substance  could  not  be  sufficiently  separated, 
and  these  analyses,  on  this  account,  show  partly  an  excess  of  white  and 
partly  an  excess  of  gray  snbstance;  nearly  one  half  of  the  organic  bodies, 
chiefly  consisting  of  bodies  soluble  in  ether,  could  not  be  exactly  analyzed. 
Neither  of  these  analyses  gives  sufficient  explanation  of  the  quantitative 
composition  of  the  brain. 

The  analyses  made  up  to  the  present  time  give,  as  above  stated,  an 
unequal  division  of  the  organic  constituents  in  the  gray  and  white  snbstance. 
In  the  analyses  of  Petrowsky  the  quantity  of  proteids  and  gelatin-forming 
substances  in  the  gray  matter  was  somewhat  more  than  one  half,  and  in  the 
white  about  one  quarter,  of  the  solid  organic  substances.  The  quantity  of 
cholesterin  in  the  white  was  about  one  half,  and  in  the  gray  substance  about 
one  fifth,  of  the  solid  bodies.  A  greater  quantity  of  soluble  salts  and 
«xtractive  bodies  was  found  in  the  gray  substance  than  in  the  white 
(Baumstark).     The  following  analyses  of  Baumstark  give  the  most  im- 

•  Cited  from  K.  B.  Hofmann's  Lehrb.  d.  Zoochemie  (Wien,  1876),  S.  121. 
'  Pflllger's  Arch.,  Bd.  7. 
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portant  known  constituents  of  the  brain  calculated  in  1000  parts  of  the 
fresh,  moist  brain.  A  represents  chiefly  the  white,  and  B  chiefly  the  gray> 
substance. 

A.  B. 

Water 695.35  769.97 

Solids , 304.65  230.03 

Protagon 25.11  10.80 

Insoluble  proteid  and  connective  tissue :....  50.02  60.79 

Cholesterin,  free 18.19  6.30 

combined 26.96  17.51 

Nuclein 2.94  1.99 

Neurokeratin 18.93  10.43 

Mineral  bodies  5.23  5.62 

The  remainder  of  the  solids  probably  consists  chiefly  of  lecithin  and 
other  phosphorized  bodies.  Of  the  total  amount  of  phosphorus  15-20 
p.  i».  belongs  to  the  nuclein,  50-60  p.  m.  to  the  protagon,  150-1 60  p.  m, 
to  the  ash,  and  770  p.  m.  to  the  lecithin  and  the  other  phosphorized  organic 
substances. 

The  quantity  of  neurokeratin  in  the  nerves  and  in  the  difEerent  parts  of 
the  brain  has  been  car.efully  determined  by  Kuhne  and  Chittenden.' 
They  found  3.16  p.  m.  in  the  plexus  brachialis,  3.13  p.  m.  in  the  edge  of 
the  cerebellum,  33.434  p.  m.  in  the  white  substance  of  the  cerebrum, 
35.72-29.03  p.  m.  in  the  white  substance  of  the  corpus  callosum,  and  3.27 
p.  m.  in  the  gray  substance  of  the  edge  of  the  cerebrum  (when  free  as 
possible  from  white  substance).  The  white  is  very  considerably  richer  in 
neurokeratin  than  the  peripheric  nerves  or  the  gray  substance.  According 
to  Griffiths  '  nenrochitin  replaces  neurokeratin  in  insects  and  Crustacea^ 
the  quantity  of  the  first  being  10.6-13  p.  m. 

The  quantity  of  mineral  constitents  in  the  brain  amounts  to  3,95-7.08 
p.  m.  according  to  Geoghegan.  He  found  in  1000  parts  of  the  fresh, 
moist  brain  0.43-1.33  01,  0.956-3.016  P0„  0.344-0.796  CO,,  0.103-0.220 
SO.,  0.01-0.098  Fe,(POJ,,  0.005-0.033  Ca,  0.016-0.073  Mg,  0.58-1.778 
K,  0.450-1.114  Na.  The  gray  substance  yields  an  alkaline  ash,  the  white 
an  acid  ash. 

Appendix. 

The  Tissue  and  Fluids  of  the  Eye. 

The  retina  contains  in  all  865-899.9  p.  m.  water,  57.1-84.5  p.  m, 
^roteid  bodies — myosin,  albumin,  and  mucin  (?),  9.5-38.9  p.  m.  lecithin, 
and  8.3-11.3  p.  m.  salts  (Hoppe-Setler  and  Cahn').  The  mineral  bodies; 
consist  of  423  p.  m.  N"a,HPO.  and  353  p.  m.  KaCl. 

Those  bodies  which  form  the  difEerent  segments  of  the  rods  and  cones 

'  Zeitschr.  f.  Biologic,  Bd.  26. 

'  Compt.  rend.,  Tome  115. 

•  Zeitschr.  f.  physiol.  Chem.,  Bd.  5. 


riSZTAL  PUBPLE.  365 

have  not  been  closely  studied,  and  the  greatest  interest  is  therefore  con- 
nected ■with  the  coloring  matters  of  the  retina. 

Visual  purple,  also  called  rhodopsin,  erythropsin,  or  visual  red,  is  the 
pigment  of  the  rods.  Boll  '  observed  in  1876  that  the  layer  of  rods  in  the 
retina  during  life  had  a  purplish-red  color  which  was  bleached  by  the  action 
of  light.  KuHisTB ''  showed  later  that  this  red  color  might  remain  for  a  long 
time  after  the  death  of  the  animal  if  they  eye  was  protected  from  daylight 
or  investigated  by  a  sodium  light.  Under  these  conditions  it  was  also 
possible  to  isolate  and  closely  study  this  substance. 

Visual  red  (Boll)  or  visual  purple  (Kuhne)  has  become  known  mainly 
by  the  investigations  of  Kuhne.  The  pigment  occurs  chiefly  in  the  rods 
and  only  in  their  outer  parts.  In  animals  whose  retina  has  no  rods  the 
visual  purple  is  absent,  and  is  also  necessarily  absent  in  the  macula  lutea. 
In  a  variety  of  bat  {rhinolophus  hipposideros),  in  hens,  pigeons,  and  new- 
born rabbits,  no  visual  purple  has  been  found  in  the  rods. 

A  solution  of  visual  purple  in  water  whicb  contains  3-5^  crystallized 
bile,  which  is  the  best  solvent  for  it,  is  purple-red  in  color,  quite  clear,  and 
not  fluorescent.  On  evaporating  this  solution  in  vacuo  we  obtain  a  residue 
similar  to  ammonium  carminate  which  contains  violet  or  black  grains.  If 
the  above  solution  is  dialyzed  with  water,  the  bile  diffuses  and  the  visual 
purple  separates  as  a  violet  mass.  Under  all  circumstances,  even  when  still 
in  the  retina,  the  visual  purple  is  quickly  bleached  by  direct  sunlight,  and 
with  diffused  light  with  a  rapidity  corresponding  to  the  intensity  of  the 
light.  It  passes  from  red  and  orange  to  yellow.  Eed  light  bleaches  the 
visual  purple  slowly;  the  ultra-red  light  does  not  bleach  it  at  all.  A  solu- 
tion of  visual  purple  shows  no  special  absorption-bands,  but  only  a  general 
absorption  which  extends  from  the  red  side,  beginning  at  D,  to  the  line  O. 
The  strongest  absorption  is  found  at  E. 

KoBTTGEN  and  Abelsdokf  » liave  shown  that  we  have,  in  accordance  with  Kuhne's 
views,  two  vaiietiea  of  visual  purple,  the  one  occurring  in  maluraals,  birds,  and  amphib- 
ians, and  the  other,  which  is  more  violet-red,  in  fishes.  The  first  has  its  maximum 
Absorption  in  the  green,  and  the  other  in  the  yellowish  green. 

Visual  purple  when  heated  to  52-63°  C.  is  destroyed  after  several  hours, 
and  almost  instantly  when  heated  to  -j-  76°  0.  It  is  also  destroyed  by 
alkalies,  acids,  alcohol,  ether,  and  chloroform.  On  the  contrary,  it  resists 
the  action  of  ammonia  or  alum  solution. 

As  the  visual  purple  is  easily  destroyed  by  light,  it  must  therefore  also 
be  regenerated  during  life.     Kuhne  has  also  found  that  the  retina  of  the 

'  Monatsschr.  d.  Berl.  Akad.,  12  Nov.,  1876. 

»  The  investigations  of  KUhne  and  his  pupils  Ewald  and  Ayres  on  the  visual  purple 
will  be  found  in  Untersuchungen  aus  dem  physiol.  Institut  der  Universitat  Heidelberg, 
Bdd.  1  und  2,  and  in  Zeitschr.  f.  Biologle,  Bd.  32. 

•  Centralbl.  f.  Physiol.,  Bd.  9,  also  Maly's  Jahresber.,  Bd.  25,  S.  351. 
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eye  of  the  frog  becomes  bleached  when  exposed  for  a  long  time  to  strong 
sunlight,  and  that  its  color  gradually  returns  when  the  animal  is  placed  in 
the  dark.  This  regeneration  of  the  visual  purple  is  a  function  of  the  living 
cells  in  the  layer  of  the  pigment-epithelium  of  the  retina.  This  may  be 
inferred  from  the  fact  that  a  detached  piece  of  the  retina  which  has  been 
bleached  by  light  may  have  its  visual  purple  restored  if  the  detached  piece 
of  the  retina  be  carefully  laid  on  the  chorioidea  having  layers  of  the 
pigment-epithelium  attached.  The  regeneration  has,  it  seems,  nothing  to 
do  with  the  dark  pigment,  the  melanin  or  fuscin,  in  the  epithelium-cells. 
A  partial  regeneration  seems,  according  to  Kuhnb,  to  be  possible  in  the 
completely  removed  retina.  On  account  of  this  property  of  the  visual 
purple  of  being  bleached  by  light  during  life  we  may,  as  KtiHNE  has  shown, 
under  special  conditions  and  by  observing  special  precautions,  obtain  after 
death  by  the  action  of  intense  light  or  more  continuous  light  the  picture  of 
bright  objects,  such  as  windows  and  the  like — so-called  optograms. 

The  physiological  importance  of  visual  purple  is  unknown.  It  follows 
that  the  visual  purple  is  not  essential  to  sight,  since  it  is  absent  in  certain 
anira&,ls  and  also  in  the  cones. 

Visual  purple  must  always  be  prepared  exclusively  in  a  sodium  light. 
It  is  extracted  from  the  net  membrane  by  means  of  a  watery  solution  of 
crystallized  bile.  The  filtered  solution  is  evaporated  in  vacuo  or  dialyzed 
until  the  visual  purple  is  separated.  To  prepare  a  visual-purple  solution, 
perfectly  free  from  haemoglobin,  the  solution  of  visual  purple  in  choliates  is 
precipitated  by  saturating  with  magnesium  sulphate,  washing  the  precipitate 
with  a  saturated  solution  of  magnesium  sulphate,  and  then  dissolving  in 
water  by  the  aid  of  the  simultaneously  precipitated  choliates.' 

The  Pigments  of  the  Cones.  In  the  inner  segments  of  the  cones  of  "hirds,  reptiles, 
and  flahes  a  small  fat-glohule  of  varying  color  is  found.  Ktjhnk  "  has  isolated  from  this 
fat  a  green,  a  yellow,  and  a  red  pigment  called  respectively  cMorophan,  xanthopan,  and 
rliodophan. 

The  dark  pigment  of  the  epithelium- cells  of  the  net  membrane,  which  was  for- 
merly called  mdanin,  but  since  named /wscm  by  Kuhnb  and  Mat,'  dissolves  in  concen- 
trated caustic  alkalies  or  concentrated  sulphuric  acid  on  warming,  but,  like  melanins  in 
general  (see  Chapter  XVI),  has  been  little  studied.  The  pigment  occurring  in  the- 
pigment-cells  of  the  chloriofdea  seems  to  be  identical  with  the  fuscin  of  the  retina. 

The  vitreous  humor  is  often  considered  as  a  variety  of  gelatinous  tissue. 

The  membrane  consists,  according  to  C.  Moeisteb,*  of  a  gelatin-forming 

substance.     The  fluid  contains  a  little  proteid  and  a  mucoid,  hyalomucoid, 

which  was  first  shown  by  MoEiirBK,  and  which  is  not  precipitated  by  acetic 

acid.     This  contains  12.27^  N  and  1.19^  S.     Among  the  extractives  we 

find  a  little  urea — according  to  Picaed'  5  p.  m.,  according  to  Eahlmanit* 

>  Kiihne,  Zeitschr.  f.  Biologie,  Bd.  33. 

'  Kiihne,  Die  nichtbestandigeri  Farben  der  Netzhaut.    Untersuch.  aus  dem  physlol. 
Inatitut  Heidelberg,  Bd.  1,  S.  341. 
»  Kiihne,  ibid.,  Bd.  2,  S.  334. 

*  Zeitschr.  f.  physiol.  Chem.,  Bd.  18. 

•  Gamgee's  Physiol.  Ghem.,  p-  454. 
«  Maly'a  Jahresber.,  Bd.  6,  S.  219. 
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0.64  p.  m.  Pautz  '  found  besides  some  urea  also  paralactic  acid,  and,  in 
confirmation  of  the  statements  of  Chabbas,  Jesner,  and  Kuhn,  also 
glucose  in  tlie  vitreous  humor  of  oxen.  The  reaction  of  the  vitreous  humor 
is  alkaline,  and  the  quantity  of  solids  amounts  to  about  H  p.  m.  The 
quantity  of  mineral  bodies  is  about  9  p.  m.,  and  the  albuminous  bodies  0.7 
p.  m.     In  regard  to  the  aqaeous  humor  see  page  194. 

The  Crystalline  Lens.  That  substance  which  forms  the  capsule  of  the 
lens  has  been  recently  investigated  by  C.  Moritee.  It  belongs,  accord- 
ing to  him,  to  a  special  group  of  proteins,  called  memlranins.  The 
membranin  bodies  are  insoluble  at  the  ordinary  temperature  in  water,  salt 
solutions,  dilate  acids,  and  alkalies,  and,  like  the  mucins,  yield  a  reducing 
substance  on  boiling  with  dilate  mineral  acids.  They  contain  sulphur, 
which  blackens  lead.  The  membranins  are  colored  a  very  beautiful  red  by 
Millok's  reagent,  but  give  no  characteristic  reaction  with  concentrated 
hydrochloric  acid  or  Adamkiewicz's  reagent.  They  are  dissolved  with 
great  difficulty  by  pepsin-hydrochloric  acid  or  trypsin  solution.  They  are 
dissolved  by  dilute  acids  and  dkalies  in  the  warmth.  Membranin  of  the 
capsule  of  the  lens  contains  14.10j^  N  and  0.83^  S,  and  is  a  little  less  soluble 
than  that  from  Descemet's  membrane. 

The  chief  mass  of  II  ;  solids  of  the  crystalline  lens  consists  of  proteids^ 
whose  nature  has  been  investigated  by  C.  Morner.'  Some  of  these  proteids 
are  insoluble  in  dilute  salt  solution,  and  others  soluble  therein. 

The  Insoluble  Proteid.  The  lens-fibres  consist  of  a  proteid  substance 
which  is  insoluble  in  water  and  salt  solution  to  which  Morneb  has  given, 
the  name  albumoid.  It  dissolves  readily  in  very  dilute  acids  or  alkalies. 
Its  solution  in  caustic  potash  of  0.1^  is  very  similar  to  an  alkali-albuminate 
solution,  but  coagulates  at  about  50°  C.  on  nearly  complete  neutralization 
and  addition  of  8^  NaCl.  Albumoid  has  the  following  composition  r 
C  53.13,  H  6.8,  N  16.62,  and  S  0.79^.  The  lens-fibres  themselves  contain 
16.61^  N  and  0.77^  S.  The  inner  parts  of  the  lens  are  considerably  richer 
in  albumoid  than  the  outer.  The  quantity  of  albumoid  in  the  entire  lens 
amounts  on  an  average  to  about  48^  of  the  total  weight  of  proteids  of  the 
lens. 

The  Soluble  Proteid  consists,  exclusive  of  a  very  small  quantity  of 
ALBUMIK,  of  two  globulins,  a-  and  yS-CKTSTALLiN.  These  two  globulins, 
differ  from  each  other  in  this  manner:  a-crystallin  contains  16.68^  N  and 
0.56^  S;  /?-crystallin,  on  the  contrary,  17.04^  N  and  1.27^  S.  The  first 
coagulates  at  about  72°  C,  and  the  other  at  63°  C.  Becides  this,  yS-crystal- 
lin  is  precipitated  from  salt-free  solution  with  greater  difficulty  by  acetic 
acid  or  carbon  dioxide.     These  globulins  are  not  precipitated  by  an  excess 


'  Zeitschr.  f.  Biologie,  Bd.  31.     A  complele  indei  of  literature  may  be  found  here. 
'  Zeitschr.  f.  physiol.  Chem.,  Bd.  18.     This  coutains  also  the  pertinent  literature. 
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of  NaCl  at  either  the  ordinary  temperature  or  30°  C.    Magnesium  or  sodium 

sulphate   in   substance   precipitates   both   globulins,    on   the   contrary,    at 

30°  C.     These  two  globulins  are  not  equally  divided  in  the  mass  of  the  lens. 

The  quantity  of  or-crystallin  diminishes  in  the  lens  from  without  inwards; 

yff-crystallin,  on  the  contrary,  from  within  outwards. 

ABechamp'  distinguishes  the  two  following  albuminous  bodies  in  the  watery- 
extract  of  the  crystalline  lens :  pliacoeymase.'^iacW  coagulates  at  +  55°  C.  and  contains 
a  diastatic  enzyme,  and  has  a  specific  rotatory  power  of  {a)j  =  —  41°,  and  the  crystal- 
humin,  with  a  specific  rotatory  power  of  (a)j  =  —  80°. 3.  From  the  residue  of  the' lens, 
which  was  insoluble  in  water,  Bechamp  extracted,  by  means  of  hydrochloric  acid,  an 
albuminous  body  having  a  specific  rotatory  power  of  {a)j  =  —  80°. 2  which  is  called 
cryatalfiirin. 

The  lens  does  not  seem  to  contain  any  proteid  bodies  which  coagulate 
spontaneously  like  fibrinogen.  That  cloudiness  which  appears  after  death 
■depends,  according  to  Kuhne,  upon  the  unequal  changing  of  the  concen- 
tration of  the  contents  of  the  lens-tubes.  This  change  is  produced  by  the 
altered  ratio  of  diffusion.  A  cloudiness  of  the  lens  may  also  be  produced  in 
life  by  a  rapid  removal  of  water,  as,  for  example,  when  a  frog  is  plunged 
into  a  salt  or  sugar  solution  (Kunde°).  The  appearance  of  cloudiness  in 
diabetes  has  been  attributed  by  some  to  the  removal  of  water.  The  views 
on  this  subject  are,  however,  contradictory. 

The  average  results  of  four  analyses  made  by  LAPTSCHiifSKT '  of  the 
lens  of  oxen  are  here  given,  calculated  in  parts  per  1000: 

Proteids   349.3 

Lecithin 3.3 

Cholesterin 3.3 

Fat 2.9 

Soluble  salts 5.3 

Insoluble  salts 2.3 

In  cataract  the  amount  of  proteids  is  diminished  and  the  amount  of 
cholesterin  increased. 

The  quantity  of  the  different  proteids  in  the  fresh  moist  lens  of  oxen  is 
as  follows,  according  to  Moenek  * : 

Albumoid  (lens-fibres) 170  p.  m. 

/J-crystallin 110     " 

a-crystallin 68     " 

Albumin 2     " 

The  corneal  tissue  has  been  previously  treated  of  (page  330).  The 
sclerotic  has  not  been  closely  investigated,  and  the  choroid  coat  is  chiefly 
of  interest  because  of  the  coloring  matter,  melanin,  it  contains  (see  Chap. 
XVI). 

Tears  consist  of  a  water-clear,  alkaline  fluid  of  a  saltish  taste.     Accord- 

'  Compt.  rend.,  Tome  90. 

'  Kilhne,  Lehrbuch  d.  physiol.  Chem. ,  S.  405 ;  Kunde,  cited  from  Kuhne. 

'  Pflllger's  Arch.,  Bd.  13.  ' 

*L.  c. 
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ing  to  the  analyses  of  Leeoh  "  they  contain  982  p,  m.  water,  18  p.  m.  solids, 
with  5  p.  m.  albumin  and  13  p.  m.  NaOl. 

The  Fluids  of  the  Inner  Ear. 

The  perilymph  and  endolymph  are  alkaline  fluids  which,  besides  salts, 
contain — in  the  same  amounts  as  in  transudations — traces  otproteid,  and  in 
certain  animals  (codfish)  also  mucin.  The  quantity  of  mucin  is  greater  in 
the  perilymph  than  in  the  endolymph. 

Otoliths  contain  745-795  p.  m.  inorganic  substance,  which  consists 
chiefly  of  crystallized  calcium  carbonate.  The  organic  substance  is  very 
like  mucin. 

'  Cited  from  Gorup-Besanez,  Lehrb.  d.  physiol.  Chem.,  4.  Aufl.,  S.  401. 


CHAPTEE   XIII. 

ORGANS   OF   GENERATION. 

(a)  Male  Generative  Secretions. 

The  testis  have  been  little  investigated  chemically.  We  fln(J  in  the 
testis  of  animals  proteid  bodies  of  different  kinds,  seralbumin,  alkali  albu- 
minate {?),  and  an  albuminous  body  related  to  Eovidas'  hyaline  substance^ 
also  leucm,  tyrosin,  creatin,  xanthin  bodies,  cholesterin,  lecithin,  inosit,  and 
fat.  In  regard  to  the  occurrence  of  glycogen  the  statements  are  somewhat 
contradictory.  Daeeste'  found  in  the  testis  of  birds  starch-like  granules, 
which  were  colored  blue  with  diflBculty  by  iodine. 

The  semen  as  ejected  is  a  white  or  whitish-yellow,  viscous,  sticky  fluid 
of  a  milky  appearance,  with  whitish,  non-transparent  lumps.  The  milky 
appearance  is  due  to  spermatozoa.  Semen  is  heavier  than  water,  contains 
proteids,  has  a  neutral  or  faintly  alkaline  reaction  and  a  peculiar  specific 
odor.  Soon  after  ejection  semen  becomes  gelatinous,  as  if  it  were  coagu- 
lated, but  afterwards  becomes  more  fluid.  "When  diluted  with  water  white 
flakes  or  shreds  separate  (Henle's  T^SHw).  According  to  the  analyses  of 
VAUQTTBLiiir "  human  semen  contains  900  p.  m.  water  and  100  p.  m.  solids, 
with  60  p.  m.  organic  and  40  p.  m.  inorganic  substance,  of  which  30  p.  m. 
is  calcium  phosphate.  Among  the  albuminous  bodies  Posnee  '  claims  that 
albumose    (propeptone)  occurs  even  in  the  absence  of  the  spermatofioa. 

The  semen  in  the  vas  deferens  differs  chiefly  from  the  ejected  semen  in 
that  it  is  without  the  peculiar  odor.  This  last  depends  on  the  admixture 
with  the  secretion  of  the  prostate.  This  secretion,  according  to  Iveesen,' 
has  a  milky  appearance  and  ordinarily  an  alkaline  reaction,  very  rarely  a 
neutral  one,  and  contains  small  amounts  of  proteids  and  mineral  bodies, 
especially  NaCl.  Besides  these  it  contains  a  crystalline  combination  of 
phosphoric  acid  with  a  base,  O^H^K.  This  combination  has  been  called 
Bottchee's  spermin  crystals,  and  it  is  claimed  that  the  specific  odor  of  th& 
semen  is  due  to  a  partial  decomposition  of  these  crystals. 

'  Compt.  rend.,  Tome  74. 

»  Cited  from  Lehmann's  Lehrb.  d.  physiol.  Chem.  (Leipzig,  1853),  Bd.  2,  S.  303. 
'  Berlin,  klin.  Wochenschr.,  1888,  No.  21,  and  Centralbl.  f.  d.  med.  Wissensch.,  1890, 
S.  497. 

*  Nord.  med.  Ark.,  Bd.  6  ;  also  Maly's  Jahresber.,  Bd.  4,  S.  858. 
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The  crystals  which  appear  on  slowly  evaporating  the  semen,  and  which 
are  also  observed  in  anatomical  preparations  kept  in  alcohol  and  in  desiccated 
egg-albumin,  are  identical,  according  to  Scheeinee,  with  Chabcot's 
crystals  found  in  the  blood,  and  in  the  lymphatic  glands  in  leucffimia,  but 
this  has  not  been  proved.  They  are,  according  to  Schreinee,'  a  combina- 
tion of  phosphoric  acid  with  a  base,  spermin,  C,H,N,  which  he  discovered. 

Speimin.  The  views  in  regard  to  the  nature  of  this  base  are  not  unanimous.  Accord- 
ing to  the  investigations  of  Ladenburg  and  Abel,  it  is  not  improbnt)le  that  spermin  is 
identical  with  ethylenimln  ;  but  this  identity  is  disputed  by  Majbiot  and  A.  Schmidt, 
and  also  by  Poehl.  The  compound  of  spermin  with  phosphoric  acid — Boticher's 
spermin  crystals— is  insoluble  In  alcohol,  ether,  and  chloroform,  soluble  with  difficulty 
in  cold  water,  but  more  readily  in  hot  water,  and  easily  soluble  in  dilute  acids  or  alka- 
lies, also  alkali  carbonates  and  ammonia.  The  base  is  precipitated  by  tannic  acid, 
mercuric  chloride,  gold  chloride,  platinic  chloride,  potassium-bismuthic  iodide,  and 
phospho-tungstic  acid.  Spermin  has  a  tonic  action,  and  according  IoPobhl'  it  has  a 
marked  action  on  the  oxidation  processes  of  the  animal  body.' 

The  spermatozoa  show  a  great  resistance  to  chemical  reagents  in  general. 
They  do  not  dissolve  completely  in  concentrated  sulphuric  acid,  nitric  acid, 
acetic  acid,  nor  in  boiling-hot  soda  solutions.  They  are  soluble  in  a  boiling- 
hot  caustic-potash  solution.  They  resist  putrefaction,  and  after  drying 
they  may  be  obtained  again  in  their  original  form  by  moistening  them  with 
a  1^  common-salt  solution.  By  careful  heating  and  burning  to  an  ash  the 
shape  of  the  spermatozoa  may  be  seen  in  the  ash.  The  quantity  of  ash  is 
about  50  p.  m.  and  consists  mainly  (f)  of  potassium  phosphate. 

The  spermatozoa  show  well-known  movements,  but  the  cause  of  this  is 
not  known.  This  movement  may  continue  for  a  very  long  time,  as  under 
some  conditions  it  may  be  observed  for  several  days  in  the  body  after  death, 
and  in  the  secretion  of  the  uterus  longer  than  a  week.  Acid  liquids  stop 
these  movements  immediately;  they  are  also  destroyed  by  strong  alkalies, 
especially  ammoniacal  liquids,  also  by  distilled  water,  alcohol,  ether,  etc. 
The  movements  continue  for  a  longer  time  in  faintly  alkaline  liquids, 
especially  in  alkaline  animal  secretions,  and  also  in  properly  diluted  neutral- 
salt  solutions. 

Spermatozoa  are  nucleus  formations  and  hence  are  rich  in  nucleic  acid, 
which  exists  in  the  heads.  The  tails  contain  proteid  and  are  besides  this  rich 
in  lecithin,  cholesterin,  and  fat,  which  bodies  only  occur  to  a  small  extent 
(if  at  all)  in  the  heads.  The  tails  seem  by  their  composition  to  be  closely 
allied  to  the  non-medullated  nerves  or  the  axis-cylinders.  In  the  various 
kinds  of  animals  investigated,  the  head  contains  nucleic  acid,  and  this  is 

'  Schrelner,  Annal.  de  Chem.  u.  Pharni.,  Bd.  194.  See  also  Th.  Cohn,  Deutsch. 
Arch.  f.  Win.  Med.,  Bd.  54. 

'  Ladenburg  and  Abel,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  21  ;  Majert  and  A. 
Schmidt,  ibid.,  Bd.  24  j  Poehl,  Compt.  rend..  Tome  116,  Berlin,  kiln,  Wochenschr.,  1891 
and  1893,  Deutsch.  med.  Wochenschr.,  1892  and  1895,  and  Zeitschr.  f.  klin.  Med.,  1894. 

•  In  regard  to  the  so-called  Florence's  semen  reaction  see  Posner,  Berlin,  klin. 
Wochenschr.,  1897,  and  Richter,  Wlen.  klin.  Wochenschr.,  1897. 
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tinited  with  protamin  (or  salmin  and  starin)  in  certain  fishes  (salmon, 
herring,  and  sturgeon).  In  other  animals,  such  as  the  carp,  bull,  and  boar, 
proteid-like  substances  occur  with  the  nucleic  acid,  but  no  protamin.  The 
same  is  true  for  the  sea-urchin,  arbacia,  whose  spermatozoa  contain  nucleic 
acid  in  combination  with  a  histon-like  body,  arbacin. 

Our  knowledge  of  the  chemical  composition  of  spermatozoa  has  been 
greatly  enhanced  by  the  important  investigations  of  Mieschee  '  on  salmon 
roe.  The  intermediate  fluid  of  the  spermatozoa  of  Ehine  salmon  is  a  dilute 
salt  solution  containing  1.3-1.9  p.  m.  organic  bodies  and  6.5-7.5  p.  m. 
inorganic.  The  last  consist  chiefly  of  sodium  chloride  and  carbonate,  besides 
some  potassium  chloride  and  sulphate.  It  only  contains  traces  of  proteid, 
but  no  peptone.  The  tails  consist  of  419  p.  m.  proteid,  318.3  p.  m.  lecithin, 
and  363. 7  p.  m.  cholesterin  and  fat.  The  heads  extracted  with  alcohol- 
ether  contain  on  an  average  960  p.  m.  nucleic  acid  protamin,  which  never- 
theless is  not  uniform,  but  is  so  divided  that  the  outer  layers  consist  of  basic 
nucleic  acid  protamin,  while  the  inner  layers,  on  the  contrary,  consist  of  acid 
nucleic  acid  protamin.  Besides  the  nucleic  acid  protamin  we  have  in  the 
heads,  although  to  a  very  slight  extent,  unknown  organic  substances.  The 
unripe  salmon  spermatozoa,  while  developing,  also  contain  nucleic  acid,  but 
no  protamin,  with  a  proteid  substance,  "  aliuminose,^^  which  probably  is  a 
step  in  the  formation  of  protamin. 

As  in  the  salmon  so  in  the  herring  the  spermatozoa  heads  contain  nucleic 
acid  protamin,  according  to  Kossel  and  Mathews,"  and  they  are  free  from 
proteid.  Mathews,  who  investigated  the  spermatozoa  of  the  sea-urchin, 
has  substantiated  Mieschee's  statement  that  protamin  does  not  exist  in  the 
bull-spermatozoa.  According  to  him  boar-spermatozoa  are  also  free  from 
protanin. 

Spermatin  is  a  name  which  has  been  given  to  a  constituent  similar  to  alkali  albumin- 
ate, but  it  has  not  been  closely  studied. 

Prostatic  conorements  are  of  two  kinds.  One  is  very  small,  generally  oval  in  shape, 
■with  concentric  layers.  In  young  but  not  in  older  persons  they  are  colored  blue  by 
iodine  (Ivbbsen  ').  The  other  kind  is  larger— sometimes  the  size  of  the  head  of  a  pin, 
and  consisting  chiefly  of  calcium  phosphate  (about  700  p.  m.),  with  only  a  very  small 
amount  (about  160  p.  m.)  organic  substance. 

(b)  Female  Generative  Organs. 

The  stroma  of  the  ovaries  are  of  little-  interest  from  a  physiologico- 
chemical  standpoint,  and  the  most  important  constituent  of  the  ovaries,  the 
Graafian  follicles  with  the  ovum,  have  thus  far  not  been  the  subject  of  a 
careful  chemical  investigation.     The  fluid  in  the  follicles  (of  the  cow)  does 

'  See  Miescher,  "Die  histochemischen  und  physiologischen  Arbeiten  von  Friedrich. 
Miescher,  gesammelt  und  herausgegeben  von  selnen  Freunden."    Leipzig,  1897. 
»  Zeitschr.  f.  physiol.  Chem.,  Bd.  33. 
s  L.  c. 
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not  contain,  as  has  been  stated,  the  peculiar  bodies,  paralbumin  or  metalbn- 
min,  which  are  found  in  certain  pathological  ovarial  fluids,  but  seems  to  be  a 
serous  liquid.  The  corpora  lutea  are  colored  yellow  by  an  amorphous  pigs 
ment  called  lutein.  Besides  this,  another  coloring  matter  sometimes  occur- 
which  is  not  soluble  in  alkali;  it  is  crystalline,  but  not  identical  with 
bilirubin  or  hsematoidin;  but  it  may  be  identified  as  a  lutein  by  its  spectro- 
scopic behavior  (Piccolo  and  Lieben,  Kuhne  and  Ewald'). 

The  cysts  often  occurring  in  the  OTaries  are  of  special  pathological 
interest,  and  these  may  have  essentially  different  contents,  depending  upon 
their  variety  and  origin. 

The  serous  cysts  (Htdkops  folliculoeum  Geaafii),  which  are  formed 
by  a  dilation  of  the  Graafian  follicles,  contain  a  serous  liquid  which  has  a 
specific  gravity  of  1.005-1.022.  A  specific  gravity  of  1.020  is  less  frequent. 
Generally  the  specific  gravity  is  lower,  1.005-1.014,  with  10-40  p.  m.  solids. 
As  far  as  is  known,  the  contents  of  these  cysts  do  not  essentially  differ  from 
other  serous  liquids. 

The  proliferous  cysts  (myxoid  cysts,  colloid  cysts),  which  are 
developed  from  Pflugee's  epithelinm-tubes,  may  have  a  contents  of  a  very 
variable  composition. 

We  sometimes  find  in  small  cysts  a  semi-solid,  transparent,  or  somewhat 
cloudy  or  opalescent  mass  which  appears  like  solidified  glue  or  quivering 
jelly,  and  which  has  been  called  colloid  because  of  its  physical  properties. 
In  other  cases  the  cysts  contain  a  thick,  tough  mass  which  can  be  drawn  out 
into  long  threads,  and  as  this  mass  in  the  different  cysts  is  more  or  less 
diluted  with  serous  liquids  their  contents  may  have  a  variable  consistency. 
In  still  other  cases  the  small  cysts  may  also  contain  a  thin,  watery  fiuid. 
The  color  of  the  contents  is  also  variable.  Sometimes  they  are  bluish  white; 
opalescent,  and  again  they  are  yellow,  yellowish  brown,  or  yellowish  with  a 
shade  of  green.  They  are  often  colored  more  or  less  chocolate-brown  or 
red-brown,  due  to  the  decomposed  blood-coloring  matters.  The  reaction  is 
alkaline  or  nearly  neutral.  The  specific  gravity,  which  may  vary  consider- 
ably, is  generally  1.015-1.030,  but  may  occasionally  be  1.005-1.010  or 
1.050-1.055.  The  amount  of  solids  is  very  variable.  In  rare  cases  they 
amount  to  only  10-20  p.  m. ;  ordinarily  they  vary  between  50-70-100  p.  m. 
In  a  few  instances  150-200  p.  m.  solids  have  been  found. 

As  form-elements  we  find  red  and  white  hlood-corpuscles,  granular  cells, 
partly  fat-degenerated  epithelium  and  partly  large  so-called  Gluge's  cor- 
puscles, fine  granular  masses,  epithelium-cells,  cholesterin  crystals,  and 
colloid  corpuscles — large,  circular,  highly  refractive  formations. 

Though  the  contents  of  the  proliferous  cyst  may  have  a  variable  compo- 
sition, situ  it  may  be  characterized  in  typical  cases  by  its  slimy  or  ropy 

'  See  Chapter  VI,  page  153. 
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consistency ;  by  its  grayish-yellow,  chocolate-brown,  sometimes  whitish-gray 
color;  and  by  its  relatively  high  specific  gravity,  1.015-1.035.  Such  a 
liquid  does  not  ordinarily  show  a  spontaneous  fibrin-coagulation. 

We  consider  colloid,  metaliumin,  and  paralbumin  as  characteristic  con- 
stituents of  these  cysts. 

Colloid.  This  name  does  not  designate  any  particular  chemical  sub- 
stance, but  is  given  to  the  contents  of  tumors  with  certain  physical  proper- 
ties similar  to  gelatin  jelly.  Colloid  is  found  as  a  morbid  product  in 
several  organs. 

Colloid  is  a  gelatinous  mass,  insoluble  in  water  and  acetic  acid;  it  is 
dissolved  by  alkalies  and  gives  a  liquid  which  is  not  precipitated  by  acetic 
acid  or  by  acetic  acid  and  potassium  ferrocyanide.  According  to  PPANNfeiir- 
STiEL '  such  a  colloid  is  designated  yS-pseudomucin.  Sometimes  a  colloid  is 
found  which,  when  treated  with  a  very  dilute  alkali,  gives  a  solution  similar 
to  a  mucin  solution.  On  boiling  with  acids  colloid  gives  a  reducing  sub- 
stance. It  is  related  to  mucin,  and  it  is  considered  by  certain  investigators 
as  a  transformed  mucin.:  A  colloid  found  by  Wurtz  '  in  the  lungs  contains 
0  48.09,  H  7.47,  N  7.00,  and  0  37.44^.  Colloids  of  different  origin  seem 
to  be  of  varying  composition. 

Metaliumin.  This  name  Scheber*  gave  to  a  protein  substance  found 
by  him  in  an  ovarial  fluid.  The  metalbnmin  was  considered  by  Sohereb 
to  be  an  albuminous  body,  but  it  belongs  to  the  mucin  group,  and  it  is  for 
this  reason  called,  pseudomucin  by  Hammakstek.* 

Pseudomucin.  This  body,  which,  like  mucins,  gives  a  reducing  substance 
when  boiled  with  acids,  is  a  mucoid  of  the  following  composition:  C  49.75, 
H  6.98,  N  10.28,  S  1.25,  0  31.74^  (Hammarsten).  With  water  pseudo- 
mucin gives  a  slimy,  ropy  solution,  and  it  is  this  substance  which  gives  the 
fluid  contents  of  the  ovarial  cysts  their  typical  ropy  property.  Its  solutions 
do  not  coagulate  on  boiling,  but  only  become  milky-opalescent.  Unlike 
mucin  solutions,  pseudomucin  solutions  are  not  precipitated  by  acetic  acid. 
With  alcohol  they  give  a  coarse  floccalent  or  thready  precipitate  which  is 
soluble  even  after  having  been  kept  under  water  or  alcohol  for  a  long  time. 

Paralbumin  is  another  substance  discovered  by  Scherer,'  and  which 
occurs  in  ovarial  liquids  and  also  in  ascites  fluids  with  the  simultaneous 
presence  of  ovarial  cysts  and  rupture  of  the  same.  It  is  therefore  only  a 
mixture  of  pseudomucin  with  variable  amounts  of  proteid,  and  the  reactions 
of  paralbumin  are  correspondingly  variable. 

'  Arch.  f.  Gynak.,  Bd.  38. 

'  Bee  Lebert,  Beltr.  zur  Kenntniss  des  Gallertkrebses,  Vircliow's  Arch.,  Bd.  4. 
'  Verb.  d.  physik.-med.  Gesellscb.  in  Wurzburg,  Bd.  3,  and  Sitzungsber.  der  physik.- 
med.  Gesellscb.  in  Wurzburg  filr  1864^1865  ;  WUrzburg  med.  Zeitschr.,  Bd.  7. 
*  Zeitscbv.  f.  pbysiol.  Cbem.,  Bd.  6. 
'L.  c,  Verb.,  etc.Bd.  2. 
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MiTjcKOPP '  has  isolated  and  investigated  a  colloid  from  an  ovarial  cyst.  It  bad  the 
foUowiug  composilion:  0  51.76,  H7.76,  N.  10.7,  S  1.09,  and  0  28.691  and  diileied 
from  mucin  and  pseudomucin  by  reducing  Feeling's  solution  before  boiling  with  acid. 
It  must  be  remarked  that  pseudomucin,  on  boiling  sufficiently  long  with  alkali,  or  by 
the  use  of  a  concentrated  solution  of  caustic  alkali,  also  splits  and  causes  a  reduction. 
This  reduction  is  nevertheless  weak  as  compared  with  that  produced  after  boiling  with 
an  acid.     The  body  isolated  by  Mitjukoff  is  called  paramucin. 

The  detection  of  metalbumin  and  paralbumin  is  naturally  connected 
with  the  detection  of  pseudomucin.  A  typical  ovarial  fluid  containing 
pseudomucin  is,  as  a  rule,  sufficiently  characterized  by  its  physical  proper- 
ties, and  a  special  chemical  investigation  is  only  necessary  itl  cases  where  a 
serous  fluid  contains  very  small  amounts  of  pseudomucin.  We  proceed  in 
the  following  way:  The  proteid  is  removed  by  heating  to  boiling  with  the 
addition  of  acetic  acid;  the  filtrate  is  strongly  concentrated  and  precipitated 
by  alcohol.  The  precipitate  is  carefully  washed  with  alcohol,  and  then 
dissolved  in  water.  A  part  of  this  solution  is  digested  with  saliva  at  the 
temperature  of  the  body  and  then  tested  for  glucose  (derived  from  glycogen 
or  dextrin).  If  glycogen  is  present,  it  will  be  converted  into  glucose  by  the 
saliva;  precipitate  again  with  alcohol  and  then  proceed  as  in  the  absence  of 
glycogen.  In  this  last-mentioned  case,  first  add  acetic  acid  to  the  solution 
of  the  alcohol  precipitate  in  water  so  as  to  precipitate  any  existing  mncin. 
The  precipitate  produced  is  filtered,  the  filtrate  treated  with  2^  HOI,  and 
warmed  on  the  water-bath  until  the  liquid  is  deep  brown  in  color.  In  the 
presence  of  pseudomucin  this  solution  gives  Teommek's  test. 

The  other  protein  bodies  which  have  been  found  in  cystic  fluids  are 
serglohulin  and  seralbumin,  peptone  (f),  mucin,  mucin-peptone  (?).  Fibrin 
occurs  only  in  exceptional  cases.  The  quantity  of  mineral  bodies  on  an 
average  amounts  to  about  10  p.  m.  The  amount  of  extractive  bodies 
(cholesterin  and  urea)  and  fat  is  ordinarily  3-4  p.  m.  The  remaining  solids, 
which  constitute  the  chief  mass,  are  albuminous  bodies  and  pseudomucin. 

The  intraligamentary,  papillary  cysts  contain  a  yellow,  yellowish-green, 
or  brownish-green  liquid  which  contains  either  no  pseudomucin  or  very 
little.  The  specific  gravity  is  generally  rather  high,  1.033-1.036,  with 
90-100  p.  m.  solids.  The  principal  constituents  are  the  albuminous  bodies 
of  blood-serum. 

The  rare  tubo-ovarial  cysts  contain  as  a  rule  a  watery,  serous  fluid  con- 
taining no  pseudomucin. 

The  parovarial  cysts  or  the  cysts  of  the  ligamenta  lata  may  attain  a 
considerable  size.  In  general,  and  when  quite  typical,  the  contents  are 
-watery,  mostly  very  pale  yellow-colored,  water-clear  or  only  slightly  opalescent 
liquids.  The  specific  gravity  is  low,  1.002-1.009;  and  the  solids  only 
amount  to  10-20  p.  m.  Pseudomucin  does  not  occur  as  a  typical  constit- 
nent;  proteid  is  sometimes  absent,  and  when  it  does  occur  the  quantity  is 
very  small.  The  principal  part  of  the  solids  consists  of  salts  and  extractive 
"bodies.  In  exceptional  cases  the  fluid  may  be  rich  in  proteid  and  may  sIidw 
a  higher  specific  gravity. 

>  K.  Mitjukoff,  Arch.  f.  Gynttkol.,  Bd.  49. 
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In  regard  to  the  quantitative  composition  of  the  fluid  from  ovarial  cysts 

we  refer  the  reader  to  the  work  of  Obeum.' 

E.  LxTDWiG  and  R.  v.  Zbynek'  have  recently  investigated  the  fat  from  dermoid  cysts. 
Besides  a  little  arachidic  acid,  they  found  oleic,  stearic,  palmitic,  and  myristic  acids, 
cetylalcohol,  and  a  cholesterin-like  substance. 

The  Ovum. 

The  small  ova  of  man  and  mammals  cannot,  for  evident  reasons,  be  the 
subject  of  a  searching  chemical  investigation.  Up  to  the  present  time  the 
eggs  of  birds,  amphibians,  and  fishes  have  been  investigated,  but  above  all 
the  hen's  egg.  We  will  here  occupy  ourselves  with  the  constituents  of  this 
last. 

The  Yolk  of  the  Hen's  Egg.  In  the  so-called  white  yolk,  which  forms 
the  germ  with  a  process  reaching  to  the  centre  of  the  yolk  {latebra),&xiA.  also 
forms  a  layer  between  the  yolk  and  yolk-membrane,  we  find  proteid,  nuclein, 
lecithin,  and  potassium  (Liebekmank  °).  The  occurrence  of  glycogen  is 
doubtful.  The  yolk-membrane  consists  of  an  albumoid  similar  in  certain 
respects  to  keratin  (Liebebmahtn). 

The  principal  part  of  the  yolk — the  nutritive  yolk  or  yellow — is  a 
viscous,  non-transparent,  pale-yellow  or  orange-yellow  alkaline  emulsion 
of  a  mild  taste.  The  yolk  contains  vitellin,  lecithin,  cholesterin,  fat,  color- 
ing matters,  traces  of  neuridin  (Bbiegee  *) ,  glucose  in  very  small  quantities, 
and  mineral  bodies.  The  occurrence  of  cerebrin  and  of  granules  similar  to 
starch  (Dakbstb  ')  has  not  been  positively  proved. 

Ovovitellin.  This  body  is  generally  considered  as  a  globulin,  but  it 
resembles  a  nucleoalbnmin  more.  The  question  as  to  what  relationship 
other  protein  substances  which,  like  the  aleuron-grains  of  certain  seeds  and 
the  yolk  spherules  of  the  eggs  of  certain  fishes  and  amphibians,  are  related 
to  ovovitellin,  bear  to  this  substance,  is  a  question  which  requires  further 
investigation. 

The  ovovitellin  which  has  been  prepared  from  the  yolk  of  eggs  is  not  a 
pure  albuminous  body,  but  always  contains  lecithin.  Hoppe-Sbtlee  found 
25^  lecithin  in  vitellin  and  also  some  pseudonuclein.  The  lecithin  may  be 
removed  by  boiling  alcohol,  but  the  vitellin  is  changed  thereby,  and  it  is 
therefore  probable  that  the  lecithin  is  chemically  united  with  the  vitellin 
(Hoppb-Sbylee ').     Bungb'  prepared  a  pseudonuclein  by  digesting  the 

'  Kemiske  Studier  over  Ovariecystevoedsker,  etc.  Koebenhavn,  1884.  See  also 
Maly's  Jahresber.,  Bd.  14,  S.  459. 

2  Zeitschr.  f.  physiol.  Chem.,  Bd.  23. 

»  Pfluger's  Arch.,  Bd.  43. 

♦  Ueber  Ptomaine.     Berlin,  1885. 

»  Compt.  rend..  Tome  72. 

'  Med.  chem.  Untersuch.,  S.  216. 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  0. 
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yolk  with  gastric  juice,  and  this  pseudonnclein,  according  to  him,  is  of  great 
importance  in  the  formation  of  the  blood,  and  on  these  grounds  he  called  it 
hmmatogen.  This  haematogen — whose  composition  is  as  follows:  C  42.11, 
H  6.08,  N  14.73,  S  0.55,  P  5.19,  Fe  0.29,  and  0  31.06^— seems  to  be  a 
decomposition  product  of  vitellin. 

Vitellin  is  similar  to  the  globulins  in  that  it  is  insoluble  in  water,  but 
on  the  contrary  soluble  in  dilute  neutral-salt  solutions  (although  the  solution 
is  not  quite  transparent).  It  is  also  soluble  in  hydrochloric  acid  of  1  p.  m. 
aad  in  Tery  dilute  solutions  of  alkalies  or  alkali  carbonates.  It  is  precipi- 
tated from  its  salt  solution  by  diluting  with  water,  and  when  allowed  to 
stand  some  time  in  contact  with  water  the  vitellin  is  gradually  changed, 
forming  a  substance  more  like  the  albuminates.  The  coagulation  tempera- 
ture for  the  solution  containing  salt  (NaCl)  lies  between  -)-  70°  and  75°  C. 
or,  when  heated  very  rapidly,  at  about  -f-  80°  C.  Vitellin  diflers  from  the 
globulins  in  yielding  pseudonuclein  by  pepsin  digestion.  It  is  not  always 
completely  precipitated  by  NaCl  in  substance. 

The  chief  points  in  the  preparation  of  ovovitellin  are  as  follows :  The 
yolk  is  thoroughly  agitated  with  ether;  the  residue  is  dissolved  in  a  10^ 
common-salt  solution,  filtered,  and  the  vitellin  precipitated  by  adding  an 
abundance  of  water.  The  vitellin  is  now  purified  by  repeatedly  redissolving 
in  dilute  common-salt  solutions  and  precipitating  with  water. 

Ichthulin,  -which  occurs  ia  the  eggs  of  the  carp  and  other  fishes,  is,  according,  to 
KosBEL  and  Walter,  '  an  amorphous  modification  of  tlie  crystalline  body  ichthidin, 
which  occurs  in  the  eggs  of  the  carp.  Ichthuliii  is  precipitated  on  diluting  with  water. 
It  used  to  be  considered  as  a  vitellin.  According  to  Waltbk  it  yields  a  pseudonuclein 
on  peptic  digestion;  and  this  pseudonuclein  gives  a  reducing  carbohydrate  on  boiling 
with  sulphuric  acid.  Ichthulin  has  the  following  composition:  C  53.43 ;  H  7.63  ; 
N  15.63  ;  O  23.19  ;  S  0.41  ;  P  0.43.     It  also  contains  iron. 

The  yolk  also  contains,  besidesvitellin,  alhali-albuminate  and  albumin. 

The  fat  of  the  yolk  of  the  egg  is,  according  to  Liebeemanit,  a  mixture 
of  a  solid  and  a  liquid  fat.  The  solid  fat  consists  chiefly  of  tripalmitin  with 
some  stearin.  On  the  saponification  of  the  egg-oil  LiEBBKMAiirN  obtained  . 
40^  oleic  acid,  38.04^  palmitic  acid,  and  15.21^  stearic  acid.  The  fat  of 
the  yolk  of  the  egg  contains  less  carbon  than  other  fats,  which  may  depend 
on  the  presence  of  monoglycerides  and  diglycerides,  or  on  a  quantity  of 
fatty  acid  deficient  in  carbon  (Libbeemann). 

lutein.  Yellow  or  orange-red  amorphous  coloring  matters  occur  in  the 
yellow  of  the  egg  and  in  several  other  places  in  the  animal  organism;  for 
instance,  in  the  blood-serum  and  serous  fiuids,  fatty  tisues,  milk-fat,  corpora 
lutea,  and  in  the  fat-globules  of  the  retina.  These  coloring  matters,  which 
also  occur  in  the  vegetable  kingdom  (Thumchum  "),  have  been  called  luteines 
or  lipochromes. 

'  Zeitschr.  f.  physiol.  Ohcm.,  Bd.  15. 

«  Centralbl.  f.  d.  med.  Wissensch.,  -1869,  No.  1. 
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The  luteins,  which  among  themselves  show  somewhat  different  proper- 
ties, are  all  soluble  in  alcohol,  ether,  and  chloroform.  They  differ  from  the 
bile-pigment,  bilirubin,  in  that  they  are  not  separated  from  their  solution 
in  chloroform  by  water  containing  alkali,  and  also  in  that  they  do  not  give 
the  characteristic  play  of  colors  with  nitric  acid  containing  a  little  nitrons 
acid,  but  give  a  transient  bine  color,  and  lastly  they  give  an  absorption- 
spectrum  of  ordinarily  two  bands,  of  which  one  covers  the  line  F,  and  the 
other  lies  between  the  lines  i^'and  G.  The  luteines  withstand  the  action 
■of  alkalies  so  that  they  are  not  changed  when  we  remove  the  fats  present  by 
means  of  saponification. 

Luteia  has  not  been  prepared  pure.  Malt'  has  found  two  pigments  free  from  iron 
in  the  eggs  of  a  water-spider  (maja  squinado) — one  a  red  {vitellorubin)  and  the  other  a 
yellow  pigment  {mieUoluiein).  Both  of  these  pigments  are  colored  blue  by  nitric  acid 
containing  nitrous  acid,  and  beautifully  green  by  concentrated  sulphuric  acid.  The 
absorption-bands,  especially  of  the  vitellolutein,  correspond  very  nearly  with  those  of 
ovolutein. 

The  mineral  bodies  of  the  yolk  of  the  egg  consist,  according  to  Poleck," 
of  51.2-65.7  parts  soda,  89.3-80.5  potash,  132.1-132.8  lime,  20.7-21.1 
magnesia,  14.5-11.90  iron  oxide,  638.1-667.0  phosphoric  acid,  and  5.6-14.0 
parts  silicic  acid  in  1000  parts  of  the  ash.  We  find  phosphoric  acid  and 
lime  the  most  abundant,  and  then  potash,  which  is  somewhat  greater  in 
quantity  than  the  soda.  These  resnlts  are  not,  however,  quite  correct,  first, 
because  no  dissolved  phosphate  occurs  in  the  yolk  (Liebermann),  and 
secondly,  in  burning,  phosphoric  and  sulphuric  acids  are  produced  and  these 
drive  away  the  chlorine,  which  is  not  accounted  for  in  the  preceding 
analyses. 

The  yolk  of  the  hen's  egg  weighs  about  12-18  grms.  The  quantity  of 
water  and  solids  amounts,  according  to  Paekbs,'  to  471.9  p.  m.  and  528.1 
p.  m.  respectively.  Among  the  solids  he  found  156.3  p.  m.  proteid,  3.53 
p.  m.  soluble  and  6.12  p.  m.  insolnble  salts.  The  quantity  of  fat,  according 
to  Paekes,  is  228.4  p.  m.,  the  lecithin,  calculated  from  the  amount  of 
phosphorus  in  the  organic  substance  in  the  alcohol-ether  extract,  was  107.2 
p.  m.,  and  the  cholesterin  17.5  p.  m. 

The  white  of  the  egg  is  a  faint-yellowish  albuminous  fiuid  enclosed  in  a 
framework  of  thin  membranes;  and  this  fluid  is  in  itself  very  liquid,  but 
seems  viscous  because  of  the  presence  of  these  fine  membranes.  That  sub- 
stance which  forms  the  membranes,  and  of  which  the  chalaza  consists,  seems 
to  be  a  body  nearly  related  to  horn  substances  (LiEBEEMAiiTN). 

The  white  of  the  egg  has  a  specific  gravity  of  1. 045  and  always  has  an 
alkaline  reaction.     It  contains  850-880  p.  m.  water,  100-130  p.  m.  proteid   " 
bodies,  and  7  p.  m.  salts.     Among  the  extractive  bodies  Lehmakij  found  a 

I  Monatshefte  f.  Chem.,  Bd.  2. 

'  Cited  from  Gorup-Besanez,  Lehrbuch  d.  physiol.  Chem.,  4.  Aufl.,  S.  740. 

•  Hoppe-Seyler,  Med.  chem.  Untersuch.,  Heft  2,  S.  209. 
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fermentable  variety  of  sugar  Which  amounted  to  5  p.  m.  or,  according  to 
Meissnek,  80  p.  m.  of  the  solids. '     Besides  these,  we  find  in  the  white  of 
■  the  egg  traces  of  fats,  soaps,  lecithin,  and  cholesterin. 

The  white  of  the  egg  daring  iucubatioa  becomes  transparent  on  boiling  and  acts  in 
many  respects  like  alkali-albuminate.    This  albumin  Tarchanoff*  called  "  tatalbumin." 

The  albuminous  bodies  of  the  white  of  the  egg  belong  partly  to  the 
globulin  and  partly  to  the  albumin  group.  Besides  these,  the  white  of  the 
egg  contains  a  mucoid  substance.  Eichholz'  has  described  a  substance 
belonging  to  the  mucin  group,  called  ovomucin,  which  occurs  in  the  white 
of  the  egg  and  which  is  precipitated  from  the  same  on  diluting  with  4  vols, 
■water.  It  may  be  purified  by  dissolving  in  soda  solution  and  precipitating 
with  acetic  acid. 

The  ovoglolulin  is,  according  to  Dillner,'  closely  related  to  serglobulin. 
On  diluting  the  white  of  the  egg  with  water  it  partly  separates.  It  is  also 
precipitated  by  magnesium  sulphate.  The  quantity  of  globulins  in  the 
white  of  the  egg  is  on  an  average  6.67  p.  m.,  or  about  67  p.  m.  of  the  total 
proteids.  According  to  Coetn  and  Beraed,'  we  have  two  globulins  in  the 
white  of  the  egg,  one  coagulating  at  +  57.5°  C,  and  the  other  at  +  67°  0. 

Ovalbumin,  or  the  albumin  of  the  white  of  the  egg.  Ovalbumin  was 
first  obtained  in  a  crystalline  form  by  Hofmeistee,  by  allowing  its  solution 
in  a  half-saturated  ammonium-sulphate  solution  to  evaporate  very  slowly. 
This  crystalline  ovalbumin  is  later  further  studied  by  GtABeiel,  Bondzynski 
and  ZojA,  and  the  two  last-mentioned  investigators  were  able,  by  fractional 
crystallization,  to  show  that  ovalbumin  was  probably  a  mixture  of  several 
albumins  of  about  the  same  elementary  composition  but  with  somewhat 
different  coagulation-temperature,  solubility,  and  specific  rotation.  In  the 
main  these  results  are  in  accord  with  the  views  of  many  other  investigators, 
such  as  Gautibr,  Bechamp,  Coein  and  Beeaed,'  on  the  occurrence  of 
several  albumins,  but  in  details  they  do  not  agree  very  well.  According  to 
Oautiee  and  Bechamp  ovalbumin  is  a  mixture  of  two  albumins  with  the 
coagulation-temperature  of  60-63°  and  71-74°  0.  respectively,  while 
according  to  Coeik  and  Beraed  it  is  a  mixture  of  three  albumins  with  the 
coagulation-temperature  of  67,  73,  and  82°  C,  respectively.  According  to 
BoKDZYNSKi  and  Zoja  the  portion  which  dissolves  with  difficulty  coagulates 
at  64.5°,  while  the  readily  soluble  portion  coagulates  at  55.5-56°  C.     The 

'  Cited  from  Gorup-Beaanez,  Lehrbuch,  4.  Aufl.,  8.  739. 
2  Pflliger's  Arch.,  Bdd.  31,  33,  and  39. 
» Journ.  of  Phj'siol.,  Vol.  23. 

*  Upsala  Lakarefs.  F5rh.,  Bd.  20  ;  also  Maly's  Jahresber.,  Bd.  13,  S.  81. 

'  Travaux  du  laboratoire  de  I'TJniversite  de  Li6ge,  Tome  2  ;  also  Maly's  Jahresber., 
Bd.  18,  S.  13. 

•  Hofmeister,  Zeitschr.  f.  physiol.  Chem.,  Bdd.  14,  16,  and  24;  Gabriel,  ihid.,  Bd. 
15 ;  Bondzynski  and  Zoja,  ibid.,  Bd.  19  ;  Gautler,  Bull.  soc.  chim.,  Tome  14  ;  Bechamp, 
-%■(?..  Tome  21;  Corfu  and  Berard,  1.  c. 
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elementary  composition  of  ovalbumin  has  not  been  positiTely  established. 
BONDZTNSKI  and  Zoja  foand  0  53.07-53.44:,  H  6.95-7.36,  IST  15.11-15.58,, 
and  S  1.61-1.70^  for  four  different  fractions,  which  agree  well  with  the 
results  of  Hammaksten,  namely,  0  53.35,  H  6.90,  N  15.36,  S  1.67-1.9.3^. 
HoFMBiSTEE,  ou  the  contrary,  has  never  observed  the  occurrence,  of  several 
crystalline  albumins  with  different  solabilities,  and  he  is  of  the  view  that  the 
crystalline  ovalbumin  prepared  by  Bondztnski  and  ZojA  was  not  quite 
pure.  Corresponding  to  this  he  has  foand  a  lower  amount  of  sulphur, 
average  1.18^,  for  crystalline  ovalbumin.  The  crystalline  ovalbumin 
analyzed  by  Hofmbistee,'  which  had  the  composition  0  53.38,  H  7.36, 
N  15.0,  S  1.18,  and  0  33.38,  seems,  however,  to  be  a  glycoproteid,  because 
it  readily  splits  off  a  carbohydrate  group  by  acids.  According  to  HoF- 
meistbe's  calculation  the  quantity  of  carbohydrate  is  15^.  Panoemow' 
has  prepared  a  crystalline  ovalbumin  which  showed  a  specific  rotatory  power 
of  «(D)  =  33.6°  after  five  recrystallizations.  Other  investigators  have 
arrived  at  different  figures.  JBondztn^ski  and  Zoja  found  35.8-36.3°, 
39.16°,  34.18°,  and  43.54°  for  various  fi-actions.  Ovalbumin  has  the 
properties  of  the  albumins  in  general,  but  differs  from  seralbumin  in  the 
following:  Its  specific  rotation  is  lower.  It  is  quickly  rendered  insoluble 
by  alcohol.  It  is  precipitated  by  a  sufficient  quantity  of  hydrochloric  acid, 
but  dissolves  with  greater  difficulty  than  seralbumin  in  an  excess  of  the: 
acid.  Ovalbumin  in  solution,  when  introduced  into  the  blood-circulation, 
pases  into  the  urine,  which  is  not  the  case  with  seralbumin. 

Ovalbumin,  or,  more  correctly,  the  mixture  of  albumins,  may  be 
obtained,  according  to  Staeke,"  by  precipitating  the  globulins  by  MgSO, 
at  30°  0.  and  saturating  the  filtrate  with  Xa^SO^  at  the  same  temperature. 
The  ovalbumin  which  separates  is  filtered,  pressed,  dissolved  in  water,  and 
freed  from  salts  by  dialysis.  The  dialyzed  solution  is  then  evaporated  in  a- 
vacuum  or  at  40-50°  0.  IE  precipitated  with  alcohol,  albumin  becomes- 
quickly  insoluble. 

To  prepare  crystallized  ovalbumin  mix  the  white  of  egg,  previously 
beaten  and  separated  from  the  foam,  with  an  equal  volume  of  a  saturated 
solution  of  ammonium  sulphate,  filter  off  the  globulin,  and  allow  the  filtrate 
to  evaporate  slowly  in  not  too  thin  layers  at  the  temperature  of  the  room. 
The  mass,  which  separates  after  a  time,  is  dissolved  in  water,  treated  with 
ammonium  sulphate  solution  until  a  cloudiness  commences,  and  then 
allowed  to  stand.  After  repeated  recrystallizations  the  mass  is  treated  either 
with  alcohol,  which  makes  the  crystals  insoluble,  or  they  are  dissolved  in 
water  and  purified  by  dialysis.  The  albumin  does  not  crystallize  from  this 
solution  on  spontaneous  evaporation.  (See  also  page  131,  HoPKiifS  and 
PiNKUs'  method.) 

Ovomucoid.     This  substance,  first  observed  by  Neumeistee  and  consid- 

'  Hofmeister,  Zeitschr.  f.  physiol.  Chem.,  Bd.  24,  S.  166. 
•  See.Maly's  Jahresber.,  Bd.  26,  S.  15. 
»  See  Maly's  Jahresber.,  Bd.  11,  S.  17. 
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«red  by  him  as  a  pseudo-peptone  and  then  later  studied  by  Salkowski,  is, 
according  to  C.  Th.  Moenbe,"  a  mucoid  with  12.65^  nitrogen  and  3.20^ 
sulphur.  On  boiling  with  dilute  mineral  acids  it  yields  a  reducing  sub- 
stance. Ovomucoid  exists  to  a  great  extent  in  hens'  eggs,  the  solids  of 
which,  in  round  numbers,  contain  10^. 

A  solution  of  ovomucoid  is  not  precipitated  by  mineral  acids  nor  by 
organic  acids,  with  the  exception  of  phosphotungstic  acid  and  tannic  acid. 
It  is  not  precipitated  by  metallic  salts,  but  basic  lead  acetate  and  ammonia 
give  a  precipitate.  Ovomncid  is  precipitated  by  alcohol,  but  sodium 
ohloride,  sodium  sulphate,  and  magnesium  sulphate  give  no  precipitates 
either  at  the  ordinary  temperature  nor  when  added  to  saturation  at  30°  C. 
Its  solutions  are  not  precipitated  by  an  equal  volnme  of  a  saturated  solution 
of  ammonium  sulphate,  but  are  precipitated  on  adding  more  salt  thereto. 
The  substance  is  not  precipitated  on  boiling,  but  the  part  which  has  become 
insoluble  in  cold  water  and  then  dried  is  precipitated  when  dissolved  in 
boiling  water.  Zanbtti  "  has  prepared  a  glncosamin  on  splitting  ovomucoid 
with  concentrated  hydrochloric  acid.  Seemank  has  also  recently  prepared 
a  glucosamin  from  ovomucoid  (and  as  it  seems  also  from  ovalbumin). 

Ovomucoid  may  be  prepared  by  removing  all  the  proteids  by  boiling  with 
the  addition  of  acetic  acid,  and  then  concentrating  the  filtrate  and  precipi- 
tating with  alcohol.  The  substance  is  purified  by  repeated  solution  in  water 
and  precipitating  with  alcohol. 

The  mineral  bodies  of  the  white  of  the  egg  have  been  analyzed  by 
PoLECK  and  Weber.'  They  found  in  1000  parts  of  the  ash:  276.6-284.5 
grms.  potash,  235.6-329.3  soda,  17.4-29  lime,  16-31.7  magnesia,  4.4-5.5 
iron  oxide,  238.4-285.6  chlorine,  31.6-48.3  phosphoric  acid  (P,OJ, 
13.2-26.3  sulphuric  acid,  2.8-20.4  silicic  acid,  and  96.7-116  grms.  carbon 
dioxide.  Traces  of  fluorine  have  also  been  found  (Nickles  *).  The  ash  of 
the  white  of  the  egg  contains,  as  compared  with  the  yolk,  a  greater  amount 
of  chlorine  and  alkalies,  and  a  smaller  amoant  of  lime,  phosphoric  acid,  and 
iron. 

The  Shell-membrane  and  the  Egg-shell.  The  shell -membrane  consists, 
as  above  stated  (page  51),  of  a  keratin  substance.  The  shell  contains  very 
little  organic  substance,  36-65  p.  m.  The  chief  mass,  more  than  900 
p.  m.,  consists  of  calcium  carbonate;  besides  this  there  are  very  email 
amounts  of  magnesium  carbonate  and  earthy  phosphates. 

'  R  Neumeister,  Zeitschr.  f.  Biologie,  Bd.  37,  S.  369  ;  Salkowski,  Centralbl.  f.  d. 
med.  Wissensch.,  1893,  S.  513  and  706  ;  C.  MOrnei,  Zeitsclir.  f.  pbysiol.  Chem.,  Bd.  18. 

'  See  Chem.  Centralbl.,  1898,  Bd.  1,  8.  634;  Seemann,  Archiv  f.  VerdauuDgskrank- 
helt  von  Boas,  1898,  Bd.  4. 

»  Cited  from  Hoppe-Seyler,  Physiol.  Chem.,  S.  778. 

*  Compt.  rend.,  Tome  43. 
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The  diverse  coloring  of  birds'  eggs  is  due  to  several  different  coloring  matters. 
Among  these  we  find  a  red  or  reddish-brown  pigment  called  "oorodein"  by  Sorby,' 
which  is  perhaps  identical  with  haematoporphyrin.  The  green  or  blue  coloring  matter, 
SoKBY's  oooyan,  seems,  iiccording  to  Libbbhmann,'  and  Krdkbnbbkg'  to  be  partly 
iiliverdin  and  partly  a  blue  derivative  of  the  bile-pigments. 

The  eggs  o£  birds  have  a  space  at  their  blunb  end  filled  with  gas;  this 
gas  contains  on  an  average  18.0-19.9^  oxygen  (Hufkbe*).  i 

The  weight  of  a  hen's  egg  varies  between  40-60  grammes  and  may 
sometimes  weigh  70  grms.  The  shell  and  shell-membrane  together,  when 
carefally  cleaned,  but  still  in  the  moist  state,  weigh  5-8  grms.  The  yolk 
weighs  13-18  and  the  white  23-34  grms.,  or  about  double. 

The  white  of  the  egg  of  cartilaginous  and  bony  fishes  contains  only  traces  of  true 
albumin,  and  the  cover  of  the  frog's  egg  consists,  according  to  Giacosa,'  of  mucin. 
The  crystalline  formations  (yolk-spherules  or  dotterplaiichen)  which  have  been  observed  in 
the  egg  of  the  tortoise,  frog,  ray,  shark,  and  other  fishes,  and  which  are  described  by 
Valbncibn:nbs  and  Frbmy  ^  under  the  names  emydin,  ichihin,  iehihidin,  and  iehthulin, 
seem,  as  above  stated  in  connection  with  iehthulin,  to  consist  chiefly  of  phospboglyco- 
pi'oteids.  The  egg  of  the  river-crab  and  the  lobster  contain  the  same  pigment  as  the 
shell  of  the  animal.  This  pigment,  called  cyanocrysiallin,  becomes  red  on  boiling  in 
water. 

In  fossil  eggs  (of  aptbnodytbs,  pblecanus,  and  fiALL^Bus)  in  old  guano  deposits,  a 
yellowish-white,  silky,  laminated  combination  has  been  found  which  is  called  guanovulit, 
(NH4)jS04  +  3KaS04+3KHS04  +  4HjO,  and  which  is  easily  soluble  in  water,  but  i» 
insoluble  in  alcohol  and  ether. 

Those  eggs  which  develop  outside  of  the  mother-organism  must  contain 
all  the  elements  necessary  for  the  young  animals.  One  finds,  therefore,  in. 
the  yolk  and  white  of  the  egg  an  abundant  quantity  of  albuminous  bodies 
of  different  kinds,  and  especially  a  phosphorized  proteid  in  the  yolk, 
Further,  we  also  find  lecithin  in  the  yolk,  which  seems  habitually  to  occur 
in  the  developing  cell.  The  occurrence  of  glycogen  is  doubtful,  and  the 
carbohydrates  are  perhaps  represented  by  a  very  small  amount  of  sugar  and 
glycoproteids.  On  the  contrary,  the  egg  contains  a  large  proportion  of  fat, 
which  doubtless  is  an  important  source  of  nutrition  and  respiration  for  the 
embryo.  The  cholesterin  and  the  lutein  can  hardly  have  a  direct  influence 
on  the  development  of  the  embryo.  The  egg  also  seems  to  contain  the 
mineral  bodies  necessary  for  the  development  of  the  young  animal.  The 
lack  of  phosphoric  acid  is  compensated  by  an  abundant  amount  of  phos- 
phorized organic  substance,  and  the  nucleoalbumin  containing  iron,  from 
which  the  hsematogen  (see  page  377)  is  formed,  is  doubtless,  as  Bun'SE 
claims,  of  great  importance  in  the  formation  of  the  hsemoglobin  containing 
iron.  The  silicic  acid  necessary  for  the  development  of  the  feathers  is  als» 
found  iu  the  egg. 

•  Cited  from  Krukenberg,  Verb.  d.  phys.-chem.  Gesellsch.  in  Wilrzburg,  Bd.  17. 
'  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  11. 

»  L.  c. 

*  Du  Bois-Reymond's  Arch.,  1892. 

'  Zeitschr.  f.  pbysiol.  Chem.,  Bd.  7. 

«  Cited  from  Hoppe-Seyler's  Physiol.  Chem.,  S.  77. 
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During  the  period  of  incubation  the  egg  loses  weight,  chiefly  due  to  loss 
of  water.  The  quantity  of  solids,  especially  the  fat  and  the  proteids, 
diminishes  and  the  egg  gives  oflE  not  only  carbon  dioxide,  but  also,  as 
LiBBERMAisrN' '  has  shown,  nitrogen  or  a  nitrogenous  substance.  The  loss 
is  compensated  by  the  absorption  of  oxygen,  and  it  is  found  that  during 
incubation  a  respiratory  exchange  of  gas  takes  place.  While  the  quantity 
of  dry  substance  in  the  egg  during  this  period  always  decreases,  the  quantity 
of  mineral  bodies,  proteid,  and  fat  always  increases  in  the  embryo.  The 
increase  in  the  amount  of  fat  in  the  embryo  depends,  according  to  Libbek- 
MANK,  in  great  part  upon  a  taking  up  of  the  nutritive  yolk  in  the  abdominal 
cavity.  The  weight  of  the  shell  and  the  quantity  of  lime-salts  contained 
therein  remains  unchanged  during  incubation.  The  yolk  and  white 
together  contain  the  necessary  quantity  of  lime  for  development. 

The  most  complete  and  careful  chemical  investigation  on  the  develop- 
ment of  the  embryo  of  the  hen  has  been  made  by  Liebermann.  From  his 
researches  we  may  quote  the  following:  In  the  earlier  stages  of  the  develop- 
ment, tissues  very  rich  in  water  are  formed,  but  on  the  continuation  of  the- 
development  the  quantity  of  water  decreases.  The  absolute  quantities  of  the 
bodies  soluble  in  water  increase  with  the  development,  while  their  relative 
qaan titles,  as  compared  with  the  other  solids,  continually  decrease.  The 
quantities  of  the  bodies  soluble  in  alcohol  quickly  increase.  A  specially  im- 
portant increase  is  noticed  in  the  fat,  whose  quantity  is  not  very  great  even 
on  the  fourteenth  day,  but  after  that  it  becomes  considerable.  The  quantities 
of  albuminous  bodies  and  albuminoids  insoluble  in  water  grow  continually 
and  regularly  in  such  a  way  that  their  absolute  quantity  increases,  while 
their  relative  quantity  remains  nearly  unchanged.  LiEBEEMAiiriir  found  nO' 
gelatin  in  the  embryo  of  the  hen.  The  embryo  does  not  contain  any 
gelatin-forming  substance  until  the  tenth  day,  and  from  the  fourteenth  day 
on  it  contains  a  body  which  when  boiled  with  water  gives  a  substance  similar 
to  chondrin.  A  body  similar  to  mucin  occurs  in  the  embryo  when  abou  t 
six  days  old,  but  then  disappears.  The  quantity  of  haemoglobin  shows  a 
continual  increase  compared  with  the  weight  of  the  body.  LiebermaiStx 
found  that  the  relationship  of  the  haemoglobin  to  the  bodily  weight  was 
1  :  728  on  the  eleventh  day  and  1  :  431  on  the  twenty-first  day. 

The  tissue  of  the  placenta  has  not  thus  far  been  the  subject  of  detailed  chemical 
investigation.  In  the  edges  of  the  p'acenta  of  bitches  and  of  cuts  a  crystallizable  orange, 
colored  pigment  (bilirubin?)  has  been  found,  and  also  a  green  amoriihous  pigmcnt- 
Meckel's  hmmatocMorin,  which  is  considered  as  biliverdin  by  Etti.'  Preybr'  ques- 
tions the  identity  of  these  pigments  with  biliverdin. 

From  the  cotyledons  of  the  placenta  in  ruminants  a  white  or  faint  rose-colored  creamy 
fluid,  the  uterine  milk,  can  be  obtained  by  pressure.  It  is  alkaline  in  reaction,  but 
becomes  acid  quickly.     Its  specific  gravity  is  1.033-1.040.     It  contains  as  form-elements. 

'  Pfltiger's  Arch.,  Bd.  43. 

»  Maly's  Jahresber.,  Bd.  2,  S.  287. 

'  Die  Blutkrystalle  (Jena,  1871),  S.  189. 
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fat-globules,  small  granules,  and  epithelium-cells.  We  hare  found  81.2-120.9  p.  m. 
solids,  61.2-105.6  p.  m.  proteid,  about  10  p.  m.  fat,  and  3.7-8.2  p.  m.  ash  in  the  uterine 
milk. 

The  fluid  occurring  in  the  so-called  gkapb-molb  {mola  raoemosa)  has  a  low  specific 
gravity,  1.009-1.012,  and  contains  19.4-36.3  p.  m.  solids  -with  9-10  p.  m.  protein  bodies 
and  6-7  p.  m.  ash. 

The  amniotic  fluid  in  women  is  thin,  whitish,  or  pale  yellow;  sometimes 
it  is  somewhat  yellowish  brown  and  clondy.  White  flakes  separate.  The 
form-elements  are  mucus-corpuscles,  epithelium-cells,  fat-drops,  and  lanugo 
hair.  The  odor  is  stale,  the  reaction  neutral  or  faintly  alkaline.  The 
specific  graviiiy  is  1.002-1.038. 

The  amniotic  fluid  contains  the  constituents  of  ordinary  transudations. 
The  amount  of  solids  at  birth  is  hardly  ^0  p.  m.  In  the  earlier  stages  of 
pregnancy  the  fluid  contains  more  solids,  especially  proteids.  Among  the 
albuminous  bodies  Weyl  '  found  one  substance  similar  to  vitelUn,  and  with 
great  probability  also  seralbumin,  besides  small  quantities  of  mucin. 
Sugar  is  regularly  found  in  the  amniotic  fluid  of  cows,  but  not  in  human 
.beings.  On  the  contrary,  the  human  amniotic  fluid  contains  some  urea 
and  allantoin.  The  quantity  of  these  may  be  increased  in  hydramnion 
{Pkochownick,"  Haknack''),  which  depends  on  an  increased  secretion  by 
the  kidneys  and  skin  of  the  foetus.  Creatin  and  lactates  are  doubtful 
constituents  of  the  amniotic  fluid.  The  quantity  of  urea  in  the  amniotic 
fluid  is,  according  to  Peochownick,  0.16  p.  m.  In  the  fluid  in  hydram- 
nion, Pkochownicjk  and  Haenack  found  respectively  0.34  and  0.48  p.  m. 
urea.  The  chief  mass  of  the  solids  consists  of  salts.  The  qnantity  of 
chlorides  (NaCl)  is  5.7-6.6  p.  m. 

'  Du  Bois-Reymond's  and  Reichert's  Arch.,  1876. 

»  Arch.  f.  Gynak.,  Bd.  11 ;  also  Maly's  Jahresber.,  Bd.  7,  S.  155. 

»  Berlin  klin.  Wochensohr.,  1888,  No.  41. 


CHAPTER  XIV. 

MILK. 

The  chemical  constituents  of  the  mammary  glands  have  been  little 
studied.  The  cells  are  rich  in  proteid  and  nucleoproteids.  Among  the 
latter  we  have  one  that  yields  a  not  well  studied  reducing  substance  on 
boiling  with  dilute  mineral  acids  which  gives  the  pentose  reactions.  The 
relation  this  nncleoproteid  bears  to  lactose  or  the  mother-substance  of  the 
same  has  not  been  determined.  According  to  Bert  '  the  secreting  glandg 
contain  a  body  which  on  boiling  with  dilute  mineral  acids  yields  a  reducing 
substance.  Such  a  substance,  which  acts  as  a  step  towards  the  formation  of 
lactose,  has  also  been  observed  by  Thiekfbldee.'  Fat  seems  to  be  a  never- 
failing  constituent  of  the  cell,  at  least  in  the  secreting  gland,  and  this  fat 
may  be  observed  in  the  protoplasm  as  large  or  small  globules  similar  to 
milk-globules.  The  extractive  bodies  of  the  mammary  glands  have  been 
little  investigated,  but  among  them  we  find  considerable  amounts  of  xanthin 
bodies. 

As  human  milk  and  the  milk  of  animals  are  essentially  of  the  same  con- 
stitution, it  seems  beat  to  speak  first  of  the  one  most  thoroughly  inves- 
tigated, namely,  cow's  milk,  and  then  of  the  essential  properties  of  the 
remaining  important  kinds  of  milk. 

Cow's  Milk. 

Cow's  milk,  like  every  other  kind,  forms  an  emulsion  which  consists  of 
very  finely  divided  fat  suspended  in  a  solution  consisting  chiefly  of  proteid 
bodies,  milk-sugar,  and  salts.  Milk  is  n on- transparent,  white,  whitish 
yellow,  or  in  thin  layers  somewhat  bluish  white,  of  a  faint,  insipid  odor  and 
mild,  faintly  sweetish  taste.  The  specific  gravity  is  1.038  to  1.0345  at 
+  16°  C. 

The  reaction  of  perfectly  fresh  milk  is  generally  amphoteric.  The 
extent  of  the  acid  and  alkaline  part  of  this  amphoteric  reaction  has  been 
determined  by  different  investigators,  especially  Thorner,  Sebelien,  and 
CouEANT.''     The  results  vary  with  the  indicators  used,  and  moreover  the 

'  Compt.  leud.,  Tome  98. 

'  PflUger's  Arcb.,  Bd.  32,  and  Maly'sJahresber.,  Bd.  13,, S.  156. 
•  Thbrner,  Maly's  Jahreaber.,  Bd.  33 ;  Sebeleiu,  ibid.;  Couiant,  PflUger's  Arch.,  Bd. 
50. 
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milk  from  different  animab,  as  well  as  that  from  the  same  animal  at  differ- 
ent times  during  the  lactation  period,  varies  somewhat.     Coukant  has 

N 
determined  the  alkaline  part  by  —  sulphuric  acid,  using  blue  lacmoid  as 

N 
indicator,  and  the  acid  part  by  —  caustic  soda,  using  phenolphthalein  as  in- 
dicator.    He  found,  as  average  for  the  first  and  last  portions  of  the  milking 
of  twenty  cows,  that  100  c.c.  milk  had  the  same  akaline  reaction  for  blue 

N 
lacmoid  as  41  c.c.   —  caustic  soda,  and  the  same  acid  reaction  for  phe- 

N 
nolphthalein  as  19.5  c.c.  —  sulphuric  acid. 

Milk  gradually  changes  when  exposed  to  the  air,  and  its  reaction 
becomes  more  and  more  acid.  This  depends  on  a  gradnal  transformation 
of  the  milk-sugar  into  lactic  acid,  caused  by  micro-organisms. 

Entirely  fresh  amphoteric  milk  does  not  coagulate  on  boiling,  but  forms 
a  skin  consisting  of  coagulated  casein  and  lime-salts,  which  rapidly  re-forms 
after  being  removed.  Even  after  passing  a  current  of  carbon  dioxide 
through  the  fresh  milk  it  does  not  coagulate  on  boiling.  In  proportion  as 
the  formation  of  lactic  acid  advances  this  behavior  changes,  and  soon  a 
stage  is  reached  when  the  milk,  which  has  previously  had  carbon  dioxide 
passed  through  it,  coagulates  on  boiling.  At  a  second  stage  it  coagulates 
alone  on  heating;  then  it  coagulates  by  passing  carbon  dioxide  alone  with- 
out boiling;  and  lastly,  when  the  formation  of  lactic  acid  is  sufficient,  it 
coagulates  spontaneously  at  the  ordinary  temperature,  forming  a  solid  mass. 
It  may  also  happen,  especially  in  the  warmth,  that  the  casein-clot  contracts 
and  a  yellowish  or  yellowish-green  acid  liquid  (acid  whey)  separates. 

Milk  may  undergo  various  fermentations.  Lactic-acid  fermentation,  brought  about 
by  HSppe's  laclic-aoid  bacillus,  and  also  other  varieties  takes  first  place.  In  the  spon- 
taneous souring  of  milk  we  generally  consider  the  formation  of  lactic  acid  as  the  most 
essential  product.  Salkowski  aud  Bltjmbnthal  '  claim  that  a  formation  of  succinic 
acid  mny  also  take  place,  and  in  certain  bacterial  decomposilions  of  milk  they  claim  suc- 
cinic aeid  and  no  lactic  acid  is  formed.  The  materials  from  which  these  two  acids  are 
forme  I  are  lactose  and  lacto-phosphocarnic  aeid.  Besides  lactic  and  succinic  acids, 
volatile  f;itty  acids,  such  as  acetic  acid,  butyric  acid,  and  others,  may  be  formed  in  the 
bacteriiil  decomposition  of  milk. 

Milk  sometimes  undergoes  a  pecuiiav  kind  of  coagulation,  being  converted  into  a 
thick,  ropy,  slimy  mass  (thick  milk).    This  conversion  depends  upon  a  peculiar  change ' 
in  which  the  milk-sugar  is  made  to  undergo  a  slimy  transformation.     This  transforma- 
tion is  caused  by  a  special  organized  ferment.' 

If  the  milk  is  sterilized  by  heating  and  contact  with  micro-organisms 
prevented,  the  formation  of  lactic  acid  may  be  entirely  stopped.  The 
formation  of  acid  may  also  be  prevented,  at  least  for  some  time,  by  many 

'  Virchow's  Arch.,  Bdd.  137  and  146. 

'  See  Schmidt-MUlhelm,  Pfluger's  Arch.,  Bd.  27,  and  Q.  Leichmann,  Maly's  Jahres- 
ber.,  Bd.  24,  S.  244. 
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antiseptics,  such  as  salicylic  acid  (1  :  5000),  thymol,  boracic  acid,  and  other 
bodies. 

If  freshly  drawn  amphoteric  milk  is  treated  with  rennet,  it  coagnlates 
qnickly,  especially  at  the  temperature  of  the  body,  to  a  solid  mass  (curd) 
from  which  a  yellowish  fluid  (sweet  whey)  is  gradually  pressed  out.  This 
coagulation  occurs  without  any  change  in  the  reaction  of  the  milk,  and 
therefore  it  is  distinct  from  the  acid  coagulation. 

In  cow's  milk  we  find  as  form-elements  a  few  colostrum  corpuscles  (see 
Colostrum)  and  a  few  pale  nucleated  cells.     The  number  of  these  form- 
elements  is  very  small  compared  with  the  immense  amount  of  the  most  ' 
essential  form-constituents,  the  milk-globules. 

The  Milk-globules.  These  consist  of  extremely  small  drops  of  fat  whose 
number  is,  according  to  Woll,'  1.06-5.75  million  in  1  c.mm.,  and  whose 
diameter  is  0.0024-0.0046  mm.  and  0.0037  mm.  as  average  for  different 
kinds  of  animals.  It  is  unquestionble  that  the  milk-globules  contain  fat, 
and  we  consider  it  as  positive  that  all  the  milk-fat  exists  in  them.  Another 
and  disputed  question  is  whether  the  milk-globules  consist  entirely  of  fat  or 
whether  they  also  contain  proteid. 

According  to  the  observations  of  Ascheeson,"  drops  of  fat,  when 
dropped  in  an  alkaline  proteid  solution,  are  covered  with  a  fine  albuminous 
coat,  a  so-called  liaptogen-memlrane.  As  milk  on  shaking  with  ether  does 
not  give  up  its  fat,  or  only  very  slowly,  in  the  presence  of  a  great  excess  of 
ether,  and  as  this  takes  place  very  readily  after  the  addition  of  acids  or 
alkalies,  which  dissolve  proteids,  it  was  formerly  thought  that  the  fat- 
globules  of  the  milk  were  enveloped  in  a  proteid  coat.  A  true  membrane 
has  not  been  detected;  and  since,  when  no  means  of  dissolving  the  proteid 
is  resorted  to — for  example,  when  the  milk  is  precipitated  by  carbon  dioxide 
after  the  addition  of  very  little  acetic  acid,  or  when  it  is  coagulated  by 
rennet — the  fat  can  be  very  easily  extracted  by  ether,  the  theory  of  a  Bpe(!ial 
albuminous  membrane  for  the  fat-globules  has  been  generally  abandoned. 
The  observations  of  Quincke'  on  the  behavior  of  the  fat-globnles  in  an 
emulsion  prepared  with  gum  have  led,  at  the  present  time,  to  the  conclusion 
that  each  fat-globule  in  the  milk  is  surrounded  by  a  stratum  of  casein  solu. 
tion  by  means  of  molecular  attraction,  and  this  prevents  the  globules  from 
uniting  with  each  other.  Everything  that  changes  the  physical  property  of 
the  casein  in  the  milk  or  precipitates  it  must  necessarily  help  the  solution 
of  the  fat  in  ether,  and  it  is  in  this  way  that  the  alkalies,  acids,  and  rennet 
work. 

'  On  tbe  Conditions  influencing  the  Number  and  Size  of  Pat-globules  in  Cow's  Milk. 
Wisconsin  Expt.  Station,  Vol.  6,  1892. 
»  Arch.  f.  Anat.  u.  Physiol.,  1840. 
'  Pfltiger's  Arch.,  Bd.  19. 
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Stobch  has  shown,  in  opposition  to  these  views,  that  the  milk-globales 
are  surronnded  by  a  membrane  of  a  special  slimy  substance.  This  substance 
is  very  insoluble,  contains  14.3-14.79^^  nitrogen,  and  yields  a  sugar,  or  at 
least  a  reducing  substance,  on  boiling  with  hydrochloric  acid.  It  is  neither 
casein  nor  lactalbumin,  but  seems  to  all  appearances  to  be  identical  with 
the  so-called  "  stroma  substance  "  detected  by  Kadenhausek  and  Dani- 
LEWSKT.  Stokch  was  able  to  show  that  this  substance  enveloped  the  fat- 
globules  like  a  membrane  by  staining  the  same  with  certain  dyes.' 

The  milk-fat  has  a  rather  variable  specific  gravity,  which  according  to 
Bohe'  is  0.949-0.996  at  +  15°  C.  The  milk-fat,  which  is  obtained  under 
the  name  of  butter,  consists  in  great  part  of  the  neutral  fats  palmiiin,  ohm, 
and  stearin.  Besides  these  it  contains,  as  triglycerides,  myristic  acid,  small 
quantities  of  butyric  acid  and  caproic  acid,  traces  of  caprylic  acid,  capric 
acids,  lauric  acid,  and  arachidic  acids.  Batter  which  has  been  exposed  to 
the  action  of  sunlight  contains  also  formic  acid  (Duclaux).  Milk-fat  also 
contains  a  small  quantity  of  lecithin  and  cholesterin,  also  a  yellow  coloring 
matter.  The  quantity  of  volatile  fatty  acids  in  butter  is,  according  to 
Duclaux,'  on  an  average  about  70  p.  m.,  of  which  37-51  p.  m.  is  butyric 
acid  and  30-33  p.  m.  is  caproic  acid.  The  non-volatile  fat  consists  of  y^-^^ 
olein,  and  the  remainder  of  a  mixture  of  palmitin  and  stearin.' 

The  milk-plasma,  or  that  fluid  in  which  the  fat-globules  are  suspended, 
contains  several  albuminous  bodies,  casein,  lactoglohulin,  and  lactalbumin, 
and  a  little  opalisin  (see  Human  Milk),  and  two  carbohydrates,  of  which 
only  one,  the  milk-sugar,  is  of  great  importance.  The  milk-plasma  also 
contains  extractive  bodies,  traces  of  urea,  creatin,  creatinin,  hypoxantldn  (?), 
lecithin,  cholesterin,  citric  acid  (Soxhlet  and  Henkel),'  and  lastly  also 
mineral  bodies  and  gases. 

Casein.  This  protein  substance,  which  thus  far  has  been  detected  posi- 
tively only  in  milk,  belongs  to  the  nucleoalbumins,  and  differs  from  the 
albuminates  chiefly  by  its  containing  phosphorus  and  by  its  behavior  with 
the  rennet  enz/me."  Casein  from  cow's  milk  has  the  following  composition: 
0  53.0,  H  7.0,  ISr  15.7,  S  0.8,  P  0.85,  and  0  33.65^.  Its  specific  rotation 
is,  according  to  Hoppe-Setlek,'  somewhat  variable;  in  neutral  solution  it 
is  a(D)  =  —  80°.    The  question  whether  the  casein  from  different  kinds 

'  V.  Storch,  see  Maly's  Jahresber.,  Bd.  27  ;  Radenhauseu  and  Danilewsky,  For- 
schuQgea  auf  dem  Geblete  der  Viehhaltung  (Bremen,  1880),  Heft  9. 

2  Maly's  Jahresber.,  Bd.  10,  S.  182. 

^  Compt.  rend..  Tome  104. 

^  Various  statements  as  to  tbe  composition  of  milk-fat  can  be  found  in  Eoefoed, 
Bull.  d.  I'Acad.  Danoise,  1891,  and  Wanklyn,  Chemical  News,  Vol.  63. 

^  Cited  from  F.  851dner,  Die  Salze  der  Milch.,  etc.  Landwirtbsch.  Versuchsstation, 
Bd.  35.     Separatabzug,  8.  18. 

*  Handb.  d.  physiol.  u.  pathol.  chem.  Analyse,  6,  Aufl.,  S.  259. 
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of  milk  is  identical  or  whether  there  are  several  different  caseins  has  not 
been  positively  determined. 

Casein  when  dry  appears  like  a  fine  white  powder  which,  after  heating  to 
100°  C.  or  somewhat  above,  shows  the  properties  and  solnbilities  of  freshly 
precipitated,  still-moist  casein.  Casein  is  only  slightly  solnble  in  water  or 
in  nentral-salt  solutions.  According  to  Aethus'  it  is  rather  easily  soluble 
in  a  1^  solution  of  sodium  fluoride,  ammonium,  or  potassium  oxalate.  It 
acts  like  a  rather  strong  acid,  dissolves  readily  in  water  on  the  addition  of 
very  little  alkali,  forming  a  neutral  or  acid  liquid,  and  lastly  it  dissolves  in 
water  in  the  presence  of  calcium  carbonate,  from  which  it  expels  the  carbon 
dioxide.  If  casein  is  dissolved  in  lime-water  and  this  solution  carefully 
treated  with  very  dilute  phosphoric  acid  until  it  is  neutral  in  reaction,  the 
casein  appears  to  remain  in  solution,  but  is  probably  only  swollen  as  in 
milk,  and  the  liquid  contains  at  the  same  time  a  large  quantity  of  calcium 
phosphate  without  any  precipitate  or  any  suspended  particles  being  visible. 
The  casein  solutions  containing  lime  are  opalescent  and  have  on  warming 
the  appearance  of  milk  deficient  in  fat.  Therefore  it  is  not  impossible  that 
the  white  color  of  the  milk  is  due  partly  to  the  casein  and  calcium  phos- 
phate. SoLDifER  has  prepared  two  calcium  combinations  of  casein  with 
1.55  and  2.36j^  CaO,  and  these  combinations  are  designated  di-  and 
tricalcium  casein  by  Coueant.' 

Casein  solutions  do  not  coagulate  on  boiling,  but  are  covered,  like  milk, 
with  a  skin.  They  are  precipitated  by  very  little  acid,  but  the  presence  of 
neutral  salts  retards  the  precipitation.  A  casein  solution  containing  salt  or 
ordinary  milk  requires,  therefore,  more  acid  for  precipitation  than  a  salt- 
free  solution  of  casein  of  the  same  concentration.  The  precipitatedcasein 
dissolves  very  easily  again  in  a  small  excess  of  hydrochloric  acid,  but  less 
easily  in  an  excess  of  acetic  acid.  These  acid  solutions  are  precipitated  by 
mineral  acids  in  excess.  Casein  is  precipitated  from  neutral  solutions  or 
from  milk  by  common  salt  or  magnesium  sulphate  in  substance  without 
changing  its  properties.'  Metallic  salts,  such  as  alum,  zinc  sulphate,  and 
copper  sulphate,  completely  precipitate  the  casein  from  neutral  solutions. 

The  property  which  is  the  most  characteristic  of  casein  is  that  it  coagu- 
lates with  rennet  in  the  presence  of  a  sufficiently  great  amount  of  lime-salts. 
In  solutions  free  from  lime-salts  the  casein  does  not  coagulate  with  rennet; 
but  it  is  changed  so  that  the  solution  (even  if  the  enzyme  is  destroyed  by 

'  M.  Arthus,  Thfeses  pi-esentees  ^  la  faculte  des  .sciences  de  Paris,  1893. 

'  SOldner,  Die  Baize  der  Milch,  etc.;  Couiant,  1.  c.  In  regard  to  the  salts  of  cnfeiii 
see  the  recent  investigations  of  SOldncr,  Malj's  Jahresber.,  Bd.  25,  and  J.  ROhmaiin. 
Berlin,  kliii.  Wochenschr.,  1895. 

'  Moraczewski  obtained  microscopical  spheroliths,  consisting  of  proteid  and  45^  asb 
from  an  ammoniacal  solution  of  casein  and  magnesium  chloride  (Zeitschr.  f.  physiol. 
Chem.,  Bd.  21). 


390  MILK. 

heating)  yields  a  coagulated  mass,  having  the  properties  of  curd,  if  lime- 
salts  are  added.  The  rennet  enzyme,  rennin,  has  therefore  an  action  on 
casein  even  in  the  absence  of  lime-salts,  and  these  last  are  only  necessary 
for  the  coagulation  or  the  separation  of  the  curd.  This  fact,  which  was 
first  proved  by  Hammarsten,"  has  lately  been  confirmed  by  Akthus  and 
Pages." 

The  curd  formed  on' the  coagulation  of  milk  contains  large  quantities  of 
calcium  phosphate.  According  to  Soxhlet  and  SQldner,  the  soluble 
lime-salts  are  of  essential  importance  only  in  coagalation,  while  the  calcium 
phosphate  is  without  importance.  According  to  Courant  the  calcium 
casein  on  coagulation  may  carry  down  with  it,  if  the  solation  contains 
dicalcinm  phosphate,  a  part  of  this  as  tricalciam  phosphate,  leaving  mono- 
calciuiin  phosphate  iu  the  solution.  The  chemical  processes  which  take 
place  in  the  rennet  coagalation  have  not  been  thoroughly  investigated ;  still 
several  observations  seem  to  show  that  casein  splits  partly  into  a  difficultly 
soluble  body,  paracasein  or  curd,  whose  composition  closely  resembles  that 
of  casein  and  which  forms  the  chief  product,  and  partly  into  an  easily 
soluble  substance,  similar  to  albumose,  whey-protcid,  which  is  deficient  in 
carbon  and  nitrogen  (50.3^  C  and  13.2^  IS^,  Koster")  and  which  is  pro- 
duced in  very  small  quantities.  Paracasein  *  is  not  further  changed  '  by  the 
rennet  enzyme,  and  it  has  not  the  property,  to  the  same  extent,  of  holding 
calcium  phosphate  in  solution  as  casein  has.  In  regard  to  other  enzymes 
acting  like  rennin  see  Chapter  IX. 

In  the  digestion  of  casein  with  pepsin  hydrochloric  acid  pseudonuclein  is 
split  off,  and  the  quantity  thus  split  off  is  very  variable,  as  shown  by  the 
researches  of  Salkowski,  Hahn,  Moraczewski  and  Sebelien.'  The 
amount  of  phosphorus  in  the  obtained  pseudonucleins  also  varies  consider- 
ably. According  to  Salkowski  the  quantity  split  ofi  is  dependent  upon 
the  relationship  between  the  casein  and  digestion  fluid,  namely,  the  quantity 
of  pseudonucleins  diminishes  as  the  pepsin  hydrochloric  acid  increases.  In 
the  presence  of  500  grms.  pepsin  hydrochloric  acid  to  1  grm.  casein  Sal- 
kowski digested  the  casein  completely  without  obtaining  any  pseudonuclein. 

'  Miily's  Jahresber. ,  Bdd.  2  and  4  ;  also  Hammarsten,  Zur  Kenntuissdes  Kaseins  uud 
der  Wiikiiug  des  Labfermentes,  Nova  Acta  Reg.  Soc.  Scieut.  Upsala,  1877.  Festschrift. 

'  Arch,  de  Physiol,  (5),  Tome  2,  and  Mem.  Soc.  biol.,  Tome  43. 

'  See  Maly's  Jahresber.,  Bd.  11,  S.  14. 

••  It  lias  been  recently  proposed  to  designate  the  ordinary  casein  as  caseinogen,  and 
the  curd  as  casein.  Although  such  a  proposition  is  theoretically  correct,  it  leads  in 
practice  to  confusion.  On  this  account  tlie  author  calls  the  curd  paracasein,  according 
to  Schulze  and  R5se  (Landwirthsch.  Versuchsstat.,  Bd.  31). 

'  See  Hammarsten,  Zeitschr.  f.  physiol.  Chem.,  Bd.  22.  In  regard  to  recent  work 
on  the  coagulation  of  milk  we  must  mention  Hilluiann,  Milchzeituug,  Bd.  25  ;  Benja- 
min, Virchow's  Arch.,  Bd.  145  ;  and  LOrcher,  Pflilger's  Arch.,  Bd.  69. 

«  Salkowski  and  Hahn,  PflUger's  Arch.,  Bd.  59;  Salkowski,  ibid.,  Bd.  63;  v.  Mora- 
czewski, Zeitschr.  f.  physiol.  Ohem.,  Bd.  20;  Sebelien,  ibid.,  Bd.  20. 
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la  peptic  as  well  as  tryptic  digestion  a  part  of  the  organic  combined 
phosphorus  is  split  off  as  orthophosphoric  acid;  the  quantity  increasing  as 
the  digestion  progresses.  Another  part  of  the  phosphorus  is  retained  in 
organic  combination,  in  the  albamoses  as  well  as  in  the  true  peptone 
(Salkowski,  BiFri,  Alexander'). 

Casein  may  be  prepared  in  the  following  way:  The  milk  is  diluted  with 

4  vols,  water  and  the  mixture  treated  with  acetic  acid  to  0.75  to  1  p.  m. 
Casein  thus  obtained  is  purified  by  repeated  solution  in  water  with  the  aid 
of  the  smallest  quantity  of  alkali  possible,  by  filtrating  and  reprecipitating 
with  acetic  acid,  and  thoroughly  washing  with  water.  Most  of  the  milk-fat 
is  retained  by  the  filter  on  the  first  filtration,  and  the  casein  contaminated 
with  traces  of  fat  is  purified  by  treating  with  alcohol  and  ether. 

Lactoglobulin  was  obtained  by  Sebelein  from  cow's  milk  by  saturating 
it  with  NaCl  iu  substance  (which  precipitated  the  casein),  and  saturating 
the  filtrate  with  magnesium  sulphate.  As  far  as  it  has  been  investigated  it 
had  the  properties  of  serglobulin;  the  globulin  isolated  by  Tiemann^  from 
colostrum  had  nevertheless  a  markedly  low  quantity  of  carbon,  namely, 
49.83^. 

Lactalbnmin  was  first  prepared  in  a  pure  state  from  milk  by  Sebeleix.' 
Its   composition  is,  according  to  Sebelein,  C   52.19,   H  7.18,  N  15.77, 

5  1.73,  0  33.13j^.  Lactalbnmin  has  the  properties  of  the  albumins.  It 
coagulates,  according  to  the  concentration  and  the  amount  of  salt  in  solu- 
tion, at  +  72°  to  84°  C.  It  is  similar  to  seralbumin,  but  differs  from  it  in 
having  a  considerably  lower  specific  rotatory  power:  <x(D)  —  —  37°. 

The  principle  of  the  preparation  of  lactalbnmin  is  the  same  as  for  the 
preparation  of  seralbumin  from  serum.  The'  casein  and  the  globulin  are 
removed  by  MgSG,  in  substance,  and  the  filtrate  treated  as  previously  stated 
(page  131). 

The  occuirence  of  other  alburainoiis  bodies,  such  as  albumose  and  peptones,  in  milk 
lias-not  been  positively  proved.  These  bodies  are  easily  produced  as  laboratory  products 
from  the  other  proteids  of  the  milk.  Such  a  laboratory  product  is  Millon'^  and  Co- 
jiiAiLLB's  lactoprotein.  which  is  a  mixture  of  a  little  caseiu  with  changed  albumin,,  and 
albumose,*  which  is  formed  by  chemical  action.  In  regard  to  opaluin  see  Human 
Milk,  page  398. 

Milk  also  contains,  according  to  Sibgfkied,*  a  nucleoli,  related  to  phosphocarnic 
acid,  and  which  yields  fermentation  lactic  aciil  (instead  of  paralactic  acidj  and  a  special 
carnic  acid,  orylic  acid  (instead  of  muscle  cariiic  acid),  as  cleavage  products.  Lacto- 
pliospliocarnic  acid  maybe  precipitated  as  an  iron  combination  from  the  milk  freed  from 
■casein  and  coagulable  proteids  as  well  as  earthy  phosphates. 

Milk-sugar,  lactose,  C„H„0,,  -)-  H,0.    This  sugar  with  the  absorption 

of  water  can  be  split  into  two  glucoses,  dextrose  and  galactose.     It  yields 

'■  Salkowski,  1.  c;  Biffi,  Virchow's  Arch.,  Bd.  152;  Alexander,  Zeitschr.  f.  physiol. 
Chem.,  Bd.  35. 

»  Zeitschr.  f.  physiol.  Chem.,  Bd.  85. 

3  Zeitschr.  f.  physiol.  Chem.,  Bd.  9. 

■•  See  Hammarsten,  Ueber  das  Laktoprolel'n,  Nord.  med.  Arkiv.,  Bd.  8,  No.  10  ;  also 
Maly's  Jahresber.,  Bd.  6,  S.  13. 

'  Zeitschr.  f.  physiol.  Chem.,  Bdd.  21  and  32. 
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macic  acid,  besides  obher  organic  acids,  by  the  action  of  dilute  nitric  acid. 
Levalinic  acid  is  formed,  besides  formic  acid  and  humin  sabstances,  by  the 
stronger  action  of  acids.  By  the  action  of  alkalies  amongst  other  prodacts 
we  find  lactic  acid  and  pyrocatechin. 

Milk-sugar  occurs,  as  a  rule,  only  in  milk,  but  it  has  also  been  found  in 
the  urine  of  pregnant  women  on  stagnation  of  milk,  as  well  as  in  the  urine 
after  partaking  of  large  quantities  of  the  same  sugar.  According  to  the 
statements  of  Pappbl  and^EiCHMOND '  the  milk  of  the  Egyptian  buffalo 
does  not  contain  milk-sugar,  but  a  sugar  csXied  teivfikose. 

Milk-sugar,  of  which,  according  to  Tanket,  we  have  three  modification?; 
(see  Chapter  III),  occurs  ordinarily  as  colorless  rhombic  crystals  with  1  mol. 
of  water  of  crystallization,  which  is  driven  off  by  slowly  heating  to  100°  C, 
but  more  easily  at  130-140°  C.  At  IW  to  180°  0.  it  is  converted  into  a 
brown  amorphous  mass,  lactocaramel,  C,H,„Oj.  On  quickly  boiling  down 
a  milk-sugar  solution,  anhydrous  milk-sugar  separates  out.  Milk-sugar 
dissolves  in  6  parts  cold  or  in  2.5  parts  boiling  water;  it  has  a  faintly 
sweetish  taste.  It  does  not  dissolve  in  ether  or  absolute  alcohol.  Its  solu- 
tions are  dextrogyrate.  The  rotatory  power,  which  on  heating  the  solution 
to  100°  C.  becomes  constant,  is  «(!))  =  +  52.5°.  Milk-sugar  combines 
with  bases;  the  alkali  combinations  are  insoluble  in  alcohol. 

Milk-sugar  is  not  fermentable  with  pure  yeast.  It  undergoes,  on  the 
contrary,  alcoholic  fermentation  by  the  action  of  certain  schizomycetes,  and 
according  to  E.  Eischee^  the  milk-sngar  is  first  split  into  glucose  and 
galactose  by  an  enzyme,  lactase,  existing  in  the  yeast.  The  preparation  of 
milk-wine,  "  humyss,''''  from  mare's  milk  and".Je^AiV"  from  cow's  milk 
is  based  upon  this  fact.  Other  micro-organisms  also  ta,ke  part  in  this 
change,  causing  a  lactic-acid  fermentation  of  the  milk-sugar. 

Lactose  responds  to  the  reactions  of  grape-sugar,  such  as  Moore's, 
Trommee's,  and  Eubner's,  and  the  bismuth  test.  It  also  reduces  mer- 
curic oxide  in  alkaline  solutions.  After  warming  with  phenylhydrazin 
acetate  it  gives  on  cooling  a  yellow  crystalline  precipitate  of  pheuyl- 
lactosazon,  Cj,H„N",05.  It ,  differs  from  cane-sugar  by  giving  positive 
reactions  with  Mooee's  or  Trommee's  and  the  bismuth  test,  and  also  in  that 
it  does  not  darken  when  heated  with  anhydrous  oxalic  acid  to  100°  C.  It 
differs  from  grape-sugar  and  maltose  by  its  solubility  and  crystalline  form, 
but  especially  by  its  not  fermenting  with  yeast  and  by  yielding  mucic  acid 
with  nitric  acid. 

For  the  preparation  of  milk-sugar  we  make  use  of  the  by-product  in  the- 
preparation  of  cheese,  the  sweet  whey.  The  proteid  is  removed  by  coagula- 
tion with  heat,  and  the  filtrate  evaporated  to  a  syrup.  Th^  crystals  which 
separate  after  a  certain  time  are  recrystallized  from  water  after  decolorizing 

'  Joiirn  Chera.  Soc,  London,  1894,  p.  754. 
2  Ber.  d.  deutsch.  chem.  Gesellscli.,  ]?d.  37. 
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■with  animal  charcoal.  A  pure  preparation  may  be  obtained  from  the  com- 
mercial milk-sugar  by  repeated  recrystallization.  The  qaantitatlre  estima- 
tion of  milk-sagar  may  in  part  be  performed  by  the  polaristrobometer  and 
partly  by  means  of  titration  with  Pehling's  solatiou.  10  c.c.  of  Pehling's 
solution  corresponds  to  0.0676  grm.  milk-sngar  in  0.5-1.5^  solution  and 
boiling  for  6  minutes  (in  regard  to  Feeling's  solution  and  the  titration  of 
sugar  see  Chapter  XV). 

RiTTHAtrsEN  has  found  auolher  carbohydrate  in  milk  which  is  s-oluble  in  water, 
non-crystalliznble,  which  has  a  faint  -educing  action,  and  which  yields  on  boiling  with 
an  acid  a  body  having  a  greater  reducing  power.  Landwkhr  considers  this  as  animal 
gum,  and  B^champ  '  as  dextrin. 

The  mineral  bodies  of  milk  will  be  treated  in  connection  with  its  quanti- 
tative composition. 

The  methods  for  the  quantitative  analysis  of  milk  are  very  numerous, 
and  as  they  cannot  all  be  treated  of  here,  we  will  give  the  chief  points  of  a 
few  of  the  most  trustworthy  and  most  frequently  employed  methods. 

In  determining  the  solids  a  carefully  weighed  quantity  of  milk  is  mixed 
with  an  equal  weight  of  heated  quartz  sand,  fine  glass  powder,  or  asbestos. 
The  evaporation  is  first  done  on  the  water-bath  and  finished  in  a  current  of 
carbon  dioxide  or  hydrogen  not  above  100°  C. 

The  mineral  iodies  are  de'^ermined  by  ashing  the  milk,  using  the  pre- 
cautions mentioned  in  the  text-books.  The  results  obtained  for  the  phos- 
phoric acid  are  incorrect  on  account  of  the  burniag  of  phosphorized  bodies, 
such  as  casein  and  lecithin.  We  must  therefore,  according  to  Soldner, 
subtract  25^  from  the  total  phosphoric  acid  found  in  the  milk.  The 
quantity  of  sulphate  in  the  ash  also  depends  on  the  burning  of  the  proteids. 

Id  the  determination  of  the  loial  amount  of  proteids  we  make  use  of 
Eitthausen's  method,  namely,  precipitate  the  milk  with  copper  sulphate 
according  to  the  modification  suggested  by  Mukk."  He  precipitates  all 
the  proteids  by  means  of  copper  oxyhydrate  at  boiling  heat,  and  determines 
the  nitrogen  in  the  precipitate  by  means  of  Kjeldahi/s  method.  This 
modification  gives  exacter  results. 

The  older  method  of  Puls  and  Stenbeeg,'  where  the  precipitant  is 
alcohol,  is  too  complicated  and  not  sufficiently  reliable.  Sebelien*  has 
suggested  a  very  good  modification.  3-4  grms.  of  milk  are  diluted  with  an 
equal  volume  of  water,  a  little  common-salt  solution  added,  and  precipitated 
with  an  excess  of  tannic  acid.  The  precipitate  is  washed  with  cold  water, 
and  then  the  quantity  of  nitrogen  determined  by  KjeldahIj's  method. 
The  total  nitrogen  found  when  multiplied  by  6.37  (casein  and  lactalbumin 
contain  both  15.7^  nitrogen)  gives  the  total  quantity  of  albuminous  bodies. 
This  method,  which  is  readily  performed,  gives  very  good  results.  I.  Munk 
used  this  method  in  the  analysis  of  woman's  milk.  In  this  case  the  quantity 
of  nitrogen  found  must  be  multiplied  by  6.34.  The  objection  to  this  and 
other  methods  where  the  proteids  are  precipitated,  is  that  perhaps  other 

'  Rilthausen.  Journ.  f.  prakt.  Chem.  (N.  F  ),  Bd.  15  ;  Landwehr,  foot-note  2,  page 
46 ;  Bechamp,  Bull.  soc.  chim.  (3),  Tome  6. 

'  Ritthausen,  Journ.  f.  prakt.  Chem.  (N.  F.),  Bd.  15  ;  I.  Munk,  Virchow's  Arch.,  Bd. 
134. 

»  Puis,  Pflilger's  Arch.,  Bd.  13  ;  Stenberg,  Maly's  Jahresber.,  Bd.  7,  S.  169. 

■♦Zeitschr.  f.  physiol.  Chem.,  Bd.  13. 
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bodies  (extractives)  may  be  carried  down  at  the  same  time  (Camerek  and 
Soldker").     It  is  undecided  to  what  extent  this  takes  place. 

A  pint  of  the  nitrogen  in  tiie  milli  exists  as  extractives,  and  tliis  nitrogen  is  calculated 
as  tlie  difference  between  the  total  nitrogen  and  the  protein  nitrogen.  According  to 
Mcnk's  analyses  about  ^^  of  the  total  nitrogen  belongs  to  the  extractives  in  cow's  uiilk, 
and  t\  in  woman's  milk.  Camerek  and  SOi.dner  determine  the  nitrogen  in  the  filtrate 
from  the  tanuicacid  precipitate  by  Kjbldahl's  metliod.  and  also  according  to  Hufnbr's 
method  (hypobromite).  In  this  way  they  found  II  milligiammes  nitrogen  as  urea,  etc. 
(nilri)gen  according  to  Hupner),  in  100  grammes  woman's  milk.  Of  the  remaining 
nitrogen  88^  came  from  the  proteids  and  the  remainder  from  nitrogenous  extriictives. 
In  cow's  Miilk  they  found  18  milligrammes  nitrogen  according  to  Hufner,  and  98^ 
of  the  remainder  belonged  to  the  proteid  bodies. 

To  determine  the  casein  and  albumins  separately  we  may  make  use  of 
the  method  first  suggested  by  Hoppe-Sbyler  and  Tolmatscheff,'  in  which 
the  casein  is  precipitated  by  magnesium  sulphate.  According  to  ISebelten, 
the  milk  is  diluted  with  its  own  volume  of  a  saturated  magnesinm-sulphate 
solution,  then  sabitrated  with  the  salt  in  substance,  and  the  precipitate  then 
filtered  and  washed  with  a  saturated  magnesium-sulphate  solution.  The 
nitrogen  is  determined  in  the  precipitate  by  Kjeldahl's  method,  and  the 
quantity  of  casein  determined  by  multiplying  the  result  by  6.37.  The  quan- 
tity of  lactalbnmin  may  be  calculated  <is  the  difference  between  the  casein 
{-\-  globulin)  and  tjhe  total  proteids  found.  The  lactalbumin  may  also  be 
precipitated  by  tannic  acid  from  the  filtrate  containing  MgSO,  from  the 
■casein  precipitate,  diluted  with  water,  and  the  nitrogen  determined  by 
Kjelii mil's  method  and  the  result  multiplied  by  6.37. 

ScHLOSSJiAXN "  suggests  an  alum  solution,  which  precipitates  the  casein, 
in  separating  the  casein  from  the  other  proteids.  The  proteid  can  be  pre- 
•cipitated  from  the  filtrate  by  tannic  acid.  The  precipitate  is  used  to  deter- 
mine the  nitrogen  by  Kjeldahl's  method. 

The  fat  is  gravimetrically  determined  by  thoroughly  extracting  the  dried 
milk  with  ether,  evaporating  the  ether  from  the  extract,  and  weighing  the 
residue.  The  fat  may  be  determined  by  aerometric  means  by  adding  alkali 
to  the  milk,  shaking  with  ether,  and  determining  the  specific  gravity  of  the 
fat  solution  by  means  of  Soxhlet's  apparatus.  In  determining  the  amount 
of  fat  in  a  large  number  of  samples  the  lactocrit  of  De  Laval  may  he  used 
with  success.  The  milk  is  first  mixed  with  an  equal  volume  of  a  mixture 
of  glacial  acetic  and  concentrated  sulphuric  acid,  warmed  7-8  minutes  on 
the  water-bath,  the  mixture  placed  in  graduated  tubes,  and  these  in  the 
centriftigal  machine  at  +  50°  C.  The  height  of  the  layer  of  fat  gives  its 
quantity.  The  numerous  and  very  exact  analyses  of  Nilsok  have  shown 
that  with  milks  containing  small  quantities  of  fat,  below  l.ofi,  the  older 
corrections  are  unnecessary,  and  that  this  method  gives  excellent  results  if 
we  use  lactic  acid  treated  with  5^  hydrochloric  acid  instead  of  the  above 
mixture  of  glacial  acetic  acid  and  sulphuric  acid.  There  are  numerous  other 
methods  for  determining  milk-fat,  among  them  Gottlieb's  method,  which 
is  simple  and  exact  (Weibull'). 

In  determining  the  millc-sugar  the  proteids  are  first  removed.     For  this 

'  Zeitschr.  f.  Biologie,  Bdd.  33  and  36. 
'  Hoppe-Seyler,  Med.-chem.  Untersuch.,  S.  273. 
3  Zeitschr.  f.  physiol.  Chem.,  Bd.  22. 

*  Nilson,  Maly's  Jahresber. ,  Bd.  21  ;  G  itllieb,  Maly's  Jahresber.,  Bd.  20;  Weibull,. 
Landlburcks.  akad.  Haudl.  o.  lidskr.  Stockholm,  1898. 
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purpose  we  precipitate  either  with  alcohol,  which  must  be  evaporated  from 
the  filtrate,  or  by  diluting  with  water,  and  removing  the  caeein  by  'the 
addition  of  a  little  acid,  and  the  lactalbumin  by  coagulation  at  boiling  heat. 
The  sugar  is  determined  by  titration  .with  Eehling's  or  Knapp's  eolation 
(see  Chap.  XV).  The  principle  of  titration  is  the  same  as  for  the  titration 
of  sugar  in  urine:  10  c.c.  of  Fehlixg's  solution  corresponds  to  0.0676 
grm.  milk-sugar;  10  c.c.  of  Knapp's  solntion  corresponds  to  0.0311-0.0310 
grm.  milk-sugar,  when  the  saccharine  liquid  contains  about  -J-lj^  sugar. 
In  regard  to  the  modus  operandi  of  the  titration  we  must  refer  the  reader 
to  more  complete  works  and  to  Chapter  XV. 

Instead  of  these  volumetric  determinations  other  methods  of  estimations, 
such  as  Allihn's  method,  the  polariscope  method,  and  others,  may  be  used. 
In  calculating  the  analysis  it  is  of  importance,  as  suggested  by  Cameree  and 
SoLDNER,  in  determining  the  solids  that  the  milk-sugar  in  the  residue  is 
anhydrous. 

The  quantitative  composition  of  cow's  milk  is  naturally  very  variable. 
The  average  obtained  by  Konig  "  is  as  follows  in  1000  parts: 


Water. 

Solids. 

Casein. 

Albumin. 

Fats. 

Sugar. 

Salts. 

871.7 

128.3 

30.2 

5.3 

36.9 

48.8 

7.1 

35.5 

The  quantity  of  mineral  bodies  in  1000  parts  of  cow's  milk  is,  according 
to  the  analyses  of  Soldner,  as  follows:  K,0  1.72,  Na,0  0.51,  CaO  1.98, 
MgO  0.30,  P,Oj  1.83  (after  correction  for  the  pseudonuclein),  CI  0.98  grms. 
BrxGE'  found  0.0035  grm.  Fe^O,.  According  to  Soldner,  the  K,  Na, 
and  CI  are  found  in  the  same  quantities  in  whole  milk  as  in  milk-serum. 
Of  the  total  phosphoric  acid  36-56^  and  of  the  lime  53-73^  is  not  in  solution. 
A  part  of  this  lime  is  combined  with  the  casein;  the  remainder  is  found 
united  with  the  phosphoric  acid  as  a  mixture  of  dicalcium  and  tricalcium 
phosphate,  which  is  kept  dissolved  or  suspended  by  the  casein.  The  bases 
are  in  excess  of  the  mineral  acids  in  the  milk-serum.  The  excess  of  the  first 
is  combined  with  organic  acids,  which  correspond  to  3.5  p.  m.  citric  acid 
(Soldner). 

The  gases  of  the  milk  consist  chiefly  of  CO, ,  besides  a  little  N  and  traces 
of  0.  Pfluger'  found  10  vols,  per  cent  CO,  and  0.6  vol.  per  cent  N, 
calculated  at  0°  C.  and  760  mm.  pressure. 

The  variation  in  the  composition  of  cow's  milk  depends  on  several  cir- 
cumstances. 

The  colostrum,  or  the  milk  which  is  secreted  before  calving  and  in  the 
first  few  days  after,  is  yellowish,  sometimes  alkaline,  but  often  acid,  of 
higher  specific  gravity,  1.046-1.080,  and  richer  in  solids  than  ordinary 
milk.  The  colostrum  contains,  besides  fat-globules,  an  abundance  of  colos- 
trum-corpuscles— nucleated  granular  cells  0.005-0.035    mm.   in   diameter 


'  Cliemie  der  inenschlicheu  Niilnuiigs   uiid  Geiiusamittel,  8.  Aufl, 
'  Zeitschr.  f.  Biologic,  Bd.  10. 
'  PflUgei's  Arch.,  Bd,  2. 
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with  abundant  fat-grannies  and  fat-globules.  The  fat  of  colostrnm  has  a 
somewhat  higher  melting-point  and  is  poorer  in  volatile  fatty  acids  than  the 
fat  from  ordinary  milk  (KiLSOsr ').  The  quantity  of  cholesterin  and  lecithin 
is  generally  greater.  The  most  apparent  difference  between  it  and  ordinary 
milk  is  that  colostrum  coagulates  on  heating  to  boiling  because  of  the 
absolute  and  relatively  greater  quantities  of  globulin  and  albumin  it  con- 
tains.'' The  composition  of  colostrum  is  very  variable.  KoiTis  gives  as 
average  the  following  figures  in  1000  parts : 

Water.  Solids.  Casein.       Albumin  ana  Globulin.       Fat.  Sugar.  Salts. 

746.7  253.3  40.4  136.0  35.9  36.7  15.6 

The  constitution  of  milk  is  changed  during  lactation,  and  it  becomes 
richer  in  casein  but  poorer  in  fat  and  milk-sugar.  The  evening  milk  is 
richer  in  fat  than  the  morning  milk  (Alex.  MiiLLER  and  Eisenstuck; 
NiLSON  and  others').  The  breed  of  the  animal  also  has  a  great  influence 
on  the  milk. 

The  influence  food  exercises  upon  the  composition  of  milk  will  be  dis- 
cussed in  connection  with  the  chemistry  of  the  milk  secretion. 

In  the  following  we  give  the  average  composition  of  sliiminetl  millj  and  certain 
other  preparations  of  milli: 

W^ater.  rroteids.       Fat.  Sugar.  Lactic  Acid.  Salts. 

Skimmed  milk 906.6  31.1          7.4  47.5  7.4 

Cream 655.1  36.1      267.5  35.2  6.1 

Buttermilk 903.7  40.6          9.3  37.3  3.4  6.7 

Whey 933.4  8.5          2.3  47.0  3.8  6.5 

KuMYSs  and  kkphir  are  obtained,  ai?  above  stated,  by  the  alcoholic  arid  Inctic-acid 
fermentation  of  the  milk-sugar,  the  first  from  mare's  milk  and  the  last  from  cow's  milk. 
Large  quantities  of  <  arbon  dioxide  are  formed  thereby,  and  besides  the  albuminous  bodies 
of  the  milk  ure  partly  converted  into  albumoses  and  peptones,  which  increase  the  di- 
gestibility. The  quantity  of  lactic  acid  in  these  preparations  may  be  about  10-20  p.  m. 
The  quantity  of  alcohol  varies  from  10  to  35  p.  m. 

Milk  of  other  Animals.  Goat's  milk  has  a  more  yellowish  color  and  another, 
more  specific,  odor  than  cow's  milk.  The  coagulation  obtained  by  acid  or  rennet  is 
more  solid  and  is  harder  than  th.it  from  covs's  milk.  Shbep's  milk  is  similar  to  goal's 
milk,  but  has  a  higher  specific  gravity  and  contains  a  greater  amount  of  .oolids. 

Mare's  milk  is  alkaline  and  contains  a  casein  which  is  not  precipitated  by  acids  in 
lumps  or  solid  masses,  but,  like  the  casein  from  woman's  milk,  in  fine  flakes.  This 
casein  is  only  incompletely  precipitated  by  rennet,  and  it  is  very  similar  also  in  other 
respects  to  the  casein  of  human  milk.  According  to  Bbil,''  the  casein  from  mare's  and 
cow's  milk  is  the  same,  and  the  different  behavior  of  the  two  varieties  of  milk  is  due  to 
different  amounts  of  salts  and  to  a  different  relation  between  the  casein  and  the  idbu- 
min.  The  milk  of  the  ass  is  claimed  by  older  authorities  to  be  similar  to  human  milk, 
but  Schlossmann  finds  it  considerably  poorer  in  fat.  Reindeer  milk  characterizes 
itself,  according  to  Wkrenskiold,'  by  being  very  rich  in  fat,  144.6-197.3  p.  m.,  and 
casein,  80.6-86.9  p.  m. 

'  Nilson,  I.  c. 

'  See  Sebelien,  Maly's  Jahresber.,  Bd.  18,  and  Tiemann,  Zeitschr.  f.  physiol.  Chem., 
Bd.  25. 

*  See  K8nig,  1.  c,  p.  313,  and  Nilson,  1.  c. 

■•  Studien  liber  die  Eiweissstofife  des  Kumys  und  Kefirs.  St.  Petersburg,  1886. 
(Ricker.) 

"  Schlossmann,  Zeitschr.  f.  physiol.  Chem.,  Bd.  22  ;  Werenskiold,  Maly's  Jahresber., 
Bd.  25. 
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The  milk  of  cabnivoea  (Ibe  bitch  and  cat)  are  acid  iu  reaction  and  very  rich  in 
solids.  The  composiiion  of  the  milk  of  these  unimals  varies  very  mucli  with  the  com- 
position of  the  food. 

To  illustrate  the  composition  of  the  milk  of  other  animals  the  following  figi^res,  the 
compilation  of  KOnig,  are  given.  As  the  milk  of  each  kind  of  animals  may  have  a 
variable  composition,  these  figures  should  only  be'  considered  us  examples  of  the  com- 
position of  milk  of  various  kinds.' 

Milk  of  the                                 Water.  Solids.  Proteids.  Fat.  Sugar.  Salts. 

Dog 764.4  245.6  99.1  95.7  ai.9  7.3 

Cat  816.3  183.7  90.8  33.3  49.1  5.8 

Goat 869.1  130.9  36.9  40.9  44.5  8.6 

Sheep 835.0  165.0  57.4  61.4  39.6  6.6 

Cow 871.7  128.3  85.5  36..9  48.8  7.1 

Horse ffiMTS  99.4  IB^ 1119 66:^ TI ~ 

Ass 900.0  100.0  21.0  13.0  63.0  3.0 

823.7  167.3  60.9  64.4  40.4  10.6 


Elephant  . . .., 6^78.5        321.5        SO      195??        Wl       675 

Dolphin,.,   486.7        513.3        ....      437.6        ....        4.6 

Human  Milk. 

Womaa's  milk  is  amphoteric  in  reaction.  According  to  Coueant  its 
reaction  is  relatively  more  alkaline  than  cow's  milk,  bat  has  nevertheless  a 
lower  absolate  reaction  for  alkalinity  as  well  as  acidity.  Coueant  fonnd  be- 
tween the  tenth  day  and  the  fourteenth  month  after  confinement  practically 
constant  results.  The  alkalinity,  as  well  as  the  acidity,  was  a  little  lower  than 
in  childbed,     100  c.c.  of  the  milk  had  the  same  average  alkalinity  as  10.8 

N  N 

c.c.  — r  caustic  soda,  and  the  same  acidity  as  3.6  c.c.  — -  acid.     The  relation- 
10  •'10 

ship  between  the  alkalinity  and  the  acidity  in  woman's  milk  was  as  3  :  1, 

and  in  cow's  milk  as  2.1  :  1. 

Human  milk  also  contains  fewer  fat-globules  than  cow's  milk,  but  they 
are  larger  in  size.  The  specific  gravity  of  woman's  milk  varies  between 
1026  and  1036,  generally  between  1028  and  1034.  The  specific  gravity  is 
highest  in  well-fed  and  lowest  in  poorly  fed  women. 

The  fat  of  woman's  milk  has  been  investigated  by  Ruppel.  It  forms  a 
yellowish-white  mass,  similar  to  ordinary  batter,  having  a  specific  gravity 
of  0.966  at  +  15°  C.  It  melts  at  34.0°  and  solidifies  at  20.2°  C.  The 
following  fatty  acids  can  be  obtained  from  the  fat,  namely,  butyric,  caproic, 
capric,  myristic,  palmitic,  stearic,  and  oleic  acids.  The  fat  from  woman's 
milk  is,  according  to  Euppel  and  Laves,"  relatively  poor  in  volatile  fatty 
acids.  The  non-volatile  fatty  acids  consist  of  one  half  oleic  acid,  while 
among  the  solid  fatty  acids  myristic  and  palmitic  acids  are  found  to  a 
greater  extent  than  stearic  acid. 

The  essential  qualitative  difference  between  woman's  and  cow's  milk 
seems  to  lie  in  the  proteids  or  in  the  more  accurately  determined  casein. 

'  Details  in  regard  to  the  milk  of  different  animals  may  be  found  in  PrOscher,  Zeit- 
schr.  f.  physiol.  Chem.,  Bd.  24. 

'  Ruppel,  Zeitschr.  f.  Biologie,  Bd.  31 ;  Laves,  Zeitschr.  f» physiol.  Chem.,  Bd.  19. 
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A  number  of  older  and  yoanger  investigators'  claim  that  the  casein  from 
woman's  milk  has  other  properties  than  that  from  cow's  milk.  The  essential 
differences  are  the  following :  The  casein  from  woman's  milk  is  precipitated 
with  greater  difl&culty  with  acids  or  salts;  it  does  not  coagulate  regularly  in 
the  milk  after  the  addition  of  rennet;  it  may  be  precipitated  by  gastria 
juice,  but  dissolves  completely  and  easily  in  an  excess  of  the  same;  the 
casein  precipitate  produced  by  an  acid  is  more  easily  soluble  in  an  excess  of 
the  acid;  and  lastly,  the  clot  formed  from  the  casein  of  woman's  milk  does, 
not  appear  in  such  large  and  coarse  masses  as  the  casein  from  cow's  milk, 
but  is  more  loose  and  flocculent.  This  last-mentioned  fact  is  of  great  im- 
portance, since  it  explains  the  generally  admitted  easy  digestibil  ity  of  the 
casein  from  woman's  milk.  The  question  as  to  whether  the  above-men- 
tioned difEerences  depend  on  a  decided  difference  in  the  two  caseins  or  only 
on  an  unequal  relationship  between  the  casein  and  the  salts  in  the  two 
kinds  of  milk,  or  upon  other  circumstances,  has  been  recently  investi- 
gated. According  to  SzoifTAGH"  the  casein  from  human  milk  does  not 
yield  any  psendonuclein  on  pepsin  digestion  and  hence  it  cannot  be  a 
nucleoalbumin.  Wkoblewski  '  has  recently  arrived  at  the  same  results, 
and  also  found  that  the  two  caseins  had  a  different  composition.  He  found 
the  following  fer  the  composition  of  casein  from  woman's  milk:  C  52.34, 
H  7.33,  N  14.97,  P  0.68,  S  1.117,  0  33.66^.  Woman's  milk  also  contains 
lactalbumin,  besides  the  casein,  and  a  protein  substance,  very  rich  in  sulphur 
(4.7^)  and  relatively  poor  in  carbon,  which  "Wkoblewski  calls  opalisin. 
The  statements  as  to  the  occurrence  of  albnmoses  and  peptone  are  disputed 
as  in  many  other  cases.  No  positive  proof  as  to  the  occurrence  of  albnmoses 
and  peptone  in  fresh  milk  has  been  given. 

Even  after  those  differences  are  eliminated  which  depend  on  the  imper- 
fect analytical  methods  employed,  the  quantitative  composition  of  woman's 
milk  is  variable  to  such  an  extent  that  it  is  impossible  to  give  any 
average  results.  The  recent  analyses,  especially  those  made  on  a  large 
number  of  samples  by  Pbeiffee,  Adriancb,  Camerek  and  Soldistek,'  have 

'  See  Biedert,  Untersuohungeu  liber  die  chemischen  Unterschlede  der  Menschen-  iiiul 
Kuhmilcb  (Stuttgart,  1884);  Langgaard,  Viichow's  Arch.,  Bd.  65;  Makris,  Studien 
ilber  die  EiweissliBrper  der  Franeu-  und  Kubmilcb.     luaug.-Diss.     Strassburg,  1876. 

'  Maly's  Jabresber.,  Bd.  32,  S.  168. 

'  "Beitragezur  Kenntuisse  desFrauenkaseins"  (Inaug.-Diss.,  Bern,  1894),  and  "Eiu 
neiier  eiweissarliger  Bestandtheil  der  Milcli,"  Anzeiger  der  Akad.  d.  Wiss.  in  Krakau, 
1898. 

<Pfeiffer,  Jahvb.  f.  Kinderbeilkunde,  Bd.  30;  also  Maly's  Jabresber.,  Bd.  13;  V. 
Adriance  and  J.  Adriance,  A  Clinical  Riport  of  the  Cbemical  Examination,  etc.,  Archives 
of  Pedintrics,  1897  ;  Camerer  and  SOlduer,  Zeitschr.  f.  Biologic,  Bdd.  33  and  36.  la  re- 
gard to  the  composition  of  woman's  milk  see  also  Biel,  Maly's  Jabresber  ,  Bd.  4  ;  Chris- 
tenn,  ibid.,  Bd.  7 ;  Mendes  de  Leon,  ibid.,  Bd.  13 ;  Gerber,  Bull.  soc.  Chim.,  Tome  38  ; 
Tolmatsclieff,  Hoppe-Seyler's  Med.-chem.  Untersuch.,  S.  372. 
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positively  shown  that  woman's  milk  is  essentially  poorer  in  proteids  but 
richer  in  sugar  than  cow's  milk.  The  quantity  of  proteid  varies  between 
10-20  p.  m.,  often  amounting  to  only  15-17  p.  m.  or  less,  and  is  dependent 
upon  the  length  of  lactation  (see  below).  The  quantity  of  fat  also  varies 
considerably,  but  ordinarily  amounts  to  30-40  p.  m.  The  quantity  of  sugar 
should  not  be  below  50  p.  m.,  but  may  rise  to  even  80  p.  m.  We  may  consider 
about  60  p.  m.  as  an  average,  but  we  should  bear  in  mind  that  the  quantity 
of  sugar  is  also  dependent  upon  the  length  of  lactation,  as  it  increases  with 
duration.     The  quantity  of  mineral  bodies  varies  between  2  and  4  p.  m. 

The  most  essential  differences  between  woman's  and  cow's  milk  are  as 
follows,  from  a  quantitative  standpoint:  As  compared  with  the  quantity  of 
albumin,  the  quantity  of  casein  is  not  only  absolutely  but  also  relatively, 
smaller  in  woman's  milk  than  in  cow's  milk,  while  the  latter  is  poorer  in 
milk-sugar.  Human  milk  is  richer  in  lecithin  and  nncleon.  According  ta 
WiTTMAACK  cow's  milk  contains  0.566  p.  m.  nucleon,  and  woman's  milk 
1.24  p.  m.  Siegfeied'  finds  that  the  nucleon  phosphorus  amounts  to  60 
p.  m.  of  the  total  phosphorus  in  cow's  milk  and  415  p.  m.  in  woman's  milk, 
and  also  that  human  milk  contains  nearly  entirely  organic  combined  phos- 
phorus. Woman's  milk  is  poorer  in  mineral  bodies,  especially  lime,  and  it 
contains  only  one  sixth  of  the  quantity  of  lime  as  compared  with  cow's  milk. 
Human  milk  is  claimed  to  be  also  poorer  in  citric  acid  (Scheibe  '),  although 
this  is  not  an  essential  difference. 

In  regard  to  the  quantity  of  mineral  bodies  in  woman's  milk  the  analyses 
of  BuNGE  are  most  reliable.  He  analyzed  the  milk  of  a  woman,  fourteen, 
days  after  delivery,  whose  diet  contained  very  little  common  salt  for  four 
days  previous  to  the  analysis  (A),  and  again  three  days  later  after  a  daily 
addition  of  30  grms.  NaCl  to  the  food  (B).  Bunge  found  the  following 
figures  in  1000  parts, of  the  milk: 

A  B 

K,0 0.780  0.703 

NaaO 0.232  0.257 

CiiO «'328  0.343 

MgO  0.064  0.065 

FeiO 0.004  0.006 

PjO. 0.473  0.469 

CI 0.438  0.445 

The  relationship  of  the  two  bodies,  potassium  and  sodium,  to  each  other 
may,  according  to  Bunge,  vary  considerably  (1.3-4.4  equivalents  potash  to 
1  of  soda).  By  the  addition  of  salt  to  the  food  the  quantity  of  sodium  and 
chlorine  in  the  milk  increases,  while  the  quantity  of  potassium  decreases. 
De  Lange  '  found  more  Na  than  K  in  the  milk  at  the  beginning  of 
lactation. 

.•.tt-'  Wittmaack,  Zeitschr.  f.  physiol.  Chem.,  Bd.  22;  Siegfried,  ibid.,  Bd.  22. 
'ilaly's  Jahresber.,  Bd.  21. 
'  Bunge,  Zeitschr.  f.  Biologie,  Bd.  10  ;  De  Laiige,  Maly's  Jahresber.,  Bd.  37. 


400  MILK. 

The  gases  of  woman's  milk  have  been  investigated  by  Kttlz.'  He  found 
1.07-1.44  c.c.  oxygen,  3.33-3.87  c.c,  carbon  dioxide,  and  3.37-3.81  c.c. 
nitrogen  in  100  c.c.  milk. 

The  proper  treatment  of  cow's  milk  by  diluting  with  water  and  by 
certain  additions  in  order  to  render  it  a  proper  substitute  for  woman's  milk 
in  the  nourishment  of  babes  cannot  be  determined  before  the  difference  in 
the  albuminous  bodies  of  these  two  kinds  of  milk  has  been  completely 
studied. 

The  colostrum  has  a  higher  specific  gravity,  1.040-1.060,  a  greater 
quantity  of  coagulable  proteids,  and  a  deeper  yellow  color  than  ordinary 
woman's  milk.  Even  a  few  days  after  delivery  the  color  becomes  less 
yellow,  the  quantity  of  albumin  less,  and  the  number  of  colostrum-corpuscles 
diminishes. 

"We  have  the  older  analyses  of  Olemm  "  and  the  recent  investigations  of 
Pi'EiFFEK,  V  and  J.  Adeiancb,  Camerek  and  Soldkek  on  the  changes  in 
the  composition  of  milk  after  delivery.  It  follows,  as  a  unanimous  result 
from  these  investigations,  that  the  quantity  of  proteid,  which  amounts  to 
more  the  first  two  days,  sometimes  amounting  to  more  than  30  p.  m.  at 
first,  rather  quickly  and  then  more  gradually  diminishes  as  long  as  the  lacta- 
tion continues,  so  that  in  the  third  week  it  amounts  to  about  10-18  p.  m. 
Like  the  protein  substances  so  do  the  mineral  bodies  gradually  decrease. 
The  quantity  of  fat  shows  no  regular  or  constant  variation  during  lactation, 
while  the  lactose,  especially  according  to  the  observations  of  V.  and 
J.  Abriangb  (130  analyses),  increases  rather  quickly  the  first  days  and  then 
only  slowly  until  the  end  of  lactation.  The  analyses  of  Ppeiffee,  Camekee 
and  SoLDNEE  also  show  an  increase  in  the  quantity  of  milk-sugar. 

Tbe  two  mammary  glands  of  the  same  woman  may  yield  somewhat  different  milk, 
as  shown  by  Soukdat  and  later  by  Bbunstbr.'  Likewise  the  different  portions  of  milk 
from  the  same  milking  may  have  varying  composition.  The  first  portions  are  always 
poorer  in  fat. 

According  to  l'Hebitibr,  Vbknois  and  Becqtjerbl  the  milk  of  blonds  contains 
less  casein  than  that  of  brunettes,  a  difference  which  Tolmatschbff*  could  not  sub- 
stantiate. Women  of  delicate  constitutions  yield  a  milk  richer  in  solids,  especially  in 
casein,  than  woraeu  with  strong  constitutions  (V.  and  B.). 

According  to  Vernois  and  Bbcqtjbrel,  the  age  of  the  woman  has  an  effect  on  the 
composition  of  the  milk,  so  that  we  find  a  greater  quantity  of  proteids  and  fat  in  women 
'  15-20  years  old,  and  a  smaller  quaniity  of  sugar.  The  smallest  quantity  of  proteids  and 
the  greatest  quantity  of  sugar  are  found  at  20  or  from  25-30  years  of  ape.  According  to 
V.  and  B.,  the  milk  with  the  first-born  is  richer  in  water — with  a  proporii<iu!lte  diminu- 
tion of  casein,  sugar,  and  fat — than  after  several  deliveries. 

The  influence  of  menstruation  seems  to  slightly  diminish  the  milk-sugar  and  to  con- 
siderably incrcaas  the  fat  and  casein  (V.  and  B.). 

'  Zeitschr.  f.  Biologie,  Bd.  32. 

'  See  Hoppe-Seyler,  Physiol.  Chem.,  S.  784. 

'  Sourdat,  Compt.  rend.,  Tome  71 ;  Brunner,  Pflftger's  Arch.,  Bd.  7. 

THeritier,  cited  from  Hoppe-Seyler,  Physiol.  Chem.,  S.  788;  Vernois  and  Bec- 
querel,  Du  lait  chez  la  femme  dans  I'etat  de  sanle,  etc.  (Paris,  1858) ;  Tolmatscheff, 
Hoppe-Seyler,  Med. -chem.  Untersuch.,  S.  273. 
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Witch's  milk  is  tbe  secretion  of  tbe  mammary  glands  of  new-born  children  of  both 
sexes  immediaioly  after  birth.  This  secretion  has  from  a  qualitative  standpoint  tbe  same 
constitution  as  milk,  but  may  sliow  important  differences  and  variations  fiom  a  quanti- 
tative point  of  view.  Schlosbbergek  and  Hauff,  Gublhk  and  QuEVBNUB.and  v.  Gbn- 
SEK  '  have  made  analyses  of  this  milk  and  give  tlie  following  nsulls  :  10.5-38  p.  m.  pro- 
tcids,  8.2-14.6  p.  m.  fat,  and  9-60  p.  m.  sugar. 

As  milk  is  the  only  form  of  nourishment  dtiriiig  a  certain  period  of  the 

life  of  man  and  mammals,  it  must  contain  all  the  nutritious  bodies  necessary 

for  life.     This  fact  is  shown  by  the  milk-containing  representatives  of  the 

three  chief  groups  of  organic  nutritive  substances,  proteids,  carbohydrates, 

and  fat;  and  all  milk  seems  to  contain  without  doubt  also  some  lecithin  and 

nucleoQ.    The  mineral  bodies  in  milk  must  also  occur  in  proper  proportions, 

and  oa  this  point  the  experiments  of  Bunge  on  dogs  are  of  special  interest. 

He  found  that  the  mineral  bodies  of  the  milk  occur  in  about  the  same 

relative  proportion  as  they  do  in  the  body  of  the  sacking  animal.     Bunge  ' 

found  in  1000  parts  of  the  ash  the  following  results  (A  represents  results 

from  the  new-born  dog,  and  B  the  milk  from  the  bitch) : 

A  B 

K,0 114.2  149.8 

NajO 106.4  88.0 

CaO 295.2  272.4 

MgO 18.3  15.4 

Fe,0 7.2  1.2 

P,0. 394,2  342.2 

CI 83.5  169.0 

BuNQE  explains  the  fact  that  the  milk-ash  is  richer  in  potash  and  poorer 
in  soda  than  the  new-born  animal  by  saying  that  in  the  growing  animal  the 
ash  of  the  muscles  rich  in  potash  relatively  increases  and  the  cartilage  rich 
in  soda  relatively  decreases.  In  regard  to  the  amount  of  iron  we  find  an 
unexpected  condition,  the  ash  of  the  new-born  animal  containing  six  times 
as  much  as  the  milk-ash.  This  condition  Bunge  explains  by  the  fact 
founded  on  his  and  Zalesky's  experiments,  that  the  quantity  of  iron  in 
the  entire  organism  is  highest  at  birth.  Even  at  its  birth,  therefore,  the 
new-born  animal  has  a  supply  of  iron  for  the  growth  of  its  organs.  Abdek- 
halden's'  recent  researches  show  in  a  very  striking  manner  the  corre- 
spondence of  the  ash  of  the  sacking  animal  (rabbit)  to  the  corresponding 
milk.  He  has  also  farther  given  very  interesting  proof  as  to  the  relationship 
of  the  rapidity  of  growth  of  the  animal  to  the  quantity  of  proteids,  lime, 
and  phosphoric  acid  in  the  milk. 

The  quantity  of  mineral  bodies  in  the  milk,  and  especially  the  quantity 
■of  lime  and  phosphoric  acid,  as  shown  by  Bunge  and  Proscher  and 

'  Schlossberger  and  HaufC,  Annal.  d.  Cbem.  u.  Pharm.,  Bd.  96 ;  Gubler  and  Que- 
venne,  cited  from  Hoppe-Seyler's  Physiol.  Cbem.,  S,  723;  v.  Genser,  itnd. 

'  Zeitsclir.  f.  physiol.  Chem.,  Bd.  13,  S.  399.  The  recent  investigations  of  De  Lange 
(1.  c.)  on  the  quantity  of  ash  in  human  milk  and  new-born  child  show  tht^t  in  human 
beings  tbe  conditions  are  different  than  in  dogs. 

'  Zeitsohr.  f.  physiol.  Chem.-,  Bd.  26. 
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Pages,'  stand  in  close  relationship  to  the  rapidity  of  growth,  because  the 
quantity  of  these  mineral  constituents  in  the  milk  is  greater  in  animals 
which  grow  and  develop  quickly  than  in  those  which  grow  only  slowly. 
According  to  Peoscher  a  similar  relationship  exists  between  the  quantity 
of  proteids  and  rapidity  of  growth. 

Tlie  influence  of  the  food  on  ihe  composition  of  the  milk  is  of  interest 
from  many  points  of  view  and  has  been  the  subject  of  many  investigations. 
Prom  these  investigations  we  learn  that  in  human  beings  as  well  as  in 
animals  an  insufficient  diet  decreases  the  quantity  of  milk  and  the  quantity 
of  solids  while  abundant  food  increases  both.  From  the  observations 
of  Dkcaisne"  on  nursing  women  during  the  siege  of  Paris  in  1871,  the 
quantity  of  casein,  fat,  sugar,  and  salts,  but  especially  the  fat,  was  found 
to  decrease  with  insufficient  food,  while  the  quantity  of  lactalbumin  was 
found  to  be  somewhat  increased.  Food  rich  in  proteids  increases  the 
quantity  of  milk,  and  also  the  solids  contained,  especially  the  fat.  The 
quantity  of  sugar  in  woman's  milk  is  found  by  certain  investigators  to  be 
increased  after  food  rich  in  proteids,  while  others  claim  it  is  diminished. 
Food  rich  in  fat  may,  as  the  recent  researches  of  Soxhlet  '  have  shown,, 
cause  a  marked  increase  in  the  fat  of  the  milk  when  the  fat  partaken  is  in  a 
readily  digestible  and  assimilable  form.  The  presence  of  large  quantities  of 
carbohydrates  irj  the  food  seems  to  cause  no  constant,  direct  action  on  the 
quantity  of  the  milk-constituents.*  In  carnivora,  as  shown  by  Ssubotist;^ 
the  secretion  of  milk-sugar  proceeds  uninterruptedly  on  a  diet  consisting 
exclusively  of  lean  meat.  Watery  food  gives  a  milk  containing  an  excess  of 
water  and  having  little  value.  In  the  milk  from  cows  which  were  fed  on 
distillers'  grain  Comjiaille  °  found  906.5  p.  m.  water,  26.4  p.  m.  casein, 
4.3  p.  m.  albumin,  18.3  p.  m.  fat,  and  33.8  p.  m.  sugar.  Such  milk  has 
sometimes  a  peculiar  sharp  after-taste.' 

Chemistry  of  Milk-secretion.  That  the  actually  dissolved  constit- 
uents occurring  in  milk  pass  into  the  secretion  not  alone  by  filtration  or 
diffusion,  but  more  likely  are  secreted  by  a  specific  secretory  activity  of  the 

'  PiOscher,  Zeitschr.  f.  physiol.  Chem.,  Bd.  24;  Pagfis,  Arch,  de  Physiol.  (5), 
Tome  7. 

'  Cited  from  Hoppe-Seyler,  1.  c,  p.  739. 

"  See  Maly'.s  Jahresber.,  Bd.  26. 

*  In  regaid  to  the  literature  on  the  action  of  various  foods  on  woman's  milk  see 
Zalesky,  "Ueberdie  Binwirkung  der  Nahning  auf  die  Zusammensetzung  und  Niihr- 
liaftigkeit  der  Frauenmilch,"  Berlin,  kliu.  Wochenschr. ,  1888,  which  also  contains  the 
literature  on  the  importance  of  the  food  on  the  composition  of  other  kinds  of  milk. 
In  regard  to  the  extensive  literature  on  the  influence  of  various  foods  on  the  milk  pro- 
duction of  animals,  see  Konig,  Chem.  d.  menschl.  Nahrungs-  und  Genussmittel,  3.  Aufl., 
Bd.  1,  S.  298. 

'  Ceutralbl.  f.  d.  med.  Wissensch.,  1866,  S.  387. 

«  Cited  from  Konig,  Bd.  2,  S.  235. 

'  See  Beck,  Maly's  Jahresber.,  Bd.  25,  S.  223. 
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glandalar  elements,  is  shown  by  the  fact  that  milk-sngar,  which  is  not  found 
in  the  blood,  is  to  all  appearances  formed  in  the  glands  themselves.  A 
further  proof  lies  in  the  fact  that  the  lactalbumin  is  not  identical  with 
Beralbamin;  and  lastly,  as  Bunge'  has  shown,  the  mineral  bodies  secreted 
by  the  milk  are  in  quite  different  proportions  from  those  in  the  blood- 
serum. 

Little  is  known  in  regard  to  the  formation  and  secretion  of  the  specific 
constituents  of  milk.  The  older  theory,  that  the  casein  was  produced  from 
the  lactalbumin  by  the  action  of  an  enzyme,  is  incorrect  and  originated 
probably  from  mistaking  an  alkali-albuminate  for  casein.  Better  founded 
is  the  statement  that  the  casein  originates  from  the  protoplasm  of  the 
gland-cells,  which  seem  to  consist  of  casein  or  a  substance  related  to  it. 
The  prenously  mentioned  (page  385)  nucleoproteid  of  the  gland-cells 
appears  to  be  related  to  casein,  and  it  may  possibly  form  its  mother-sub- 
stance. There  does  not  seem  to  be  any  doubt  that  the  protoplasm  of  the 
cells  takes  part  in  the  secretion  in  such  a  manner  that  it  becomes  itself  a 
constituent  of  the  secretion,  and  this  also  agrees  with  Heidenhaik's  "  views. 
According  to  Basch's"  researches  the  casein  is  formed  in  the  mammary 
gland  by  the  nucleic  acid  of  the  nucleus  set  free,  uniting  intra-alveolar  with 
the  transudated  serum,  forming  a  nucleoalbumin,  the  casein;  but  strong 
objections  can  be  presented  against  such  a  view. 

That  the  milk-fat  is  produced  by  a  formation  of  fat  in  the  protoplasm, 
and  that  the  fat-globules  are  set  free  by  their  destruction,  is  a  generally 
admitted  opinion,  which,  however,  does  not  exclude  the  possibility  that  the 
fat  is  in  part  taken  up  by  the  glands  from  the  blood  and  eliminated  with 
its  secretion.  That  the  fats  of  the  food  can  pass  into  the  milk  follows  from 
the  investigations  of  Winteenitz,'  as  he  has  been  able  to  detect  the  passage 
of  iodized  fats  in  thie  milk.  The  observations  of  Spampaxi  and  Daddi  '  of 
the  passage  of  sesame-oil  into  the  milk  also  prove  this  fact.  A  formation 
of  fat  from  carbohydrates  in  the  animal  organism  is  at  the  present  day  con- 
sidered as  positively  proved,  and  it  is  likewise  possible  that  the  milk-glanda 
also  produce  fats  from  the  carbohydrates  brought  to  them  by  the  blood.  It 
is  a  well-known  fact  that  an  animal  gives  off  for  a  long  time,  daily,  consider- 
ably more  fat  in  the  milk  than  it  receives  as  food,  and  this  proves  that  at  least 
a  part  of  the  fat  secreted  by  the  milk  is  produced  from  proteids  or  carbo- 
hydrates, or  perhaps  from  both.  The  question  as  to  how  far  this  fat  is 
produced  directly  in  the  milk-glands,  or  from  other  organs  and  tissues,  and 
brought  to  the  gland  by  means  of  the  blood,  cannot  be  decided. 

The  origin  of   milk-sugar  is  not  known.      Muntz  calls  attention  to 

'  Lehrbuch  d.  physiol.  und  patliol.  Chem.,  3.  Aufl.,  S.  93. 
'  Hermann's  Handbiicli,  Bd.  5,  Abthl.  ],  S.  380. 
'  Jalirbuch  f.  Kinderheilkiinde,  1898. 
<  Zeitschr.  f.  pbysiol.  Chem,,  Bd.  24. 
'  See  Maly's  Jahresber.,  Bd.  26,  8.  298. 
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the  fact  that  a  number  of  very  widely  diffused  bodies  in  the  vegetable 
kingdom — vegetable  mucilage,  gums,  pectin  bodies — yield  galactose  as 
products  of  decomposition,  and  he  believes,  therefore,  that  milk-sugar 
may  be  formed  in  herbivora  by  a  synthesis  from  dextrose  and  galactose. 
This  origin  of  milk-sugar  does  not  apply  to  carnivora,  as  they  produce 
milk-sugar  when  fed  on  food  consisting  entirely  of  lean  meat.  The  obser- 
vations of  Bert  and  Thibrfelder  "  that  a  mother-substance  of  the  milk- 
sugar,  a  saccharogen,  occurs  in  the  glands  cannot  give  further  explanation  as 
to  the  formation  of  milk-sugar,  as  the  nature  of  this  mother-substance  is  still 
unknown.  The  question  whether  the  above-mentioned  (page  385)  proteid, 
which  yields  a  reducing  substance  when  boiled  with  dilute  acids,  has  any- 
thing to  do  with  the  formation  of  milk-sugar  cannot  be  answered  until 
further  and  more  thorough  investigations  have  been  made  of  this  subject. 

The  passage  of  foreign  substances  into  the  milk  stands  in  close  connec- 
tion with  the  chemical  processes  of  milk-secretion. 

It  is  a  well-known  fact  that  milk  acquires  a  foreign  taste  from  the  food 
of  the  animal,  which  is  in  itself  a  proof  that  foreign  bodies  pass  into  the 
milk.  This  fact  becomes  of  special  importance  in  reference  to  such  injurious 
substances  as  may  be  introduced  into  the  organism  of  the  nursing  child  by 
means  of  the  milk. 

Among  these  substances  may  be  mentioned  opium  and  morphine,  which 
after  large  doses  pass  into  the  milk  and  act  on  the  child.  Alcohol  may  also 
pass  into  the  milk,  but  probably  not  in  such  quantities  as  to  have  any  direct 
action  on  the  nursing  child."  Alcohol  is  claimed  to  have  been  detected  in 
the  milk  after  feeding  cows  with  brewer's  grains. 

Among  inorganic  bodies,  iodine,  arsenic,  bismuth,  antimony,  zinc,  lead, 
mercury,  and  iron  have  been  found  in  milk.  In  icterus  neither  bile-acids 
nor  bile-pigments  pass  into  the  milk. 

Under  diseased  couditious  uo  constant  cbauge  has  been  found  in  woman's  millt.  In 
isolated  cases  Schlossberger,  Joly  and  Filhol  '  have  observed  indeed  a  markedly  ab- 
normal composition,  but  no  positive  couclusiou  can  be  derived  therefrom. 

The  changes  in  cow's  milk  in  disease  have  been  little  studied.  In  tuberculosis  of  the 
udder  Storch*  found  tubercule  bacilli  in  the  milk,  and  he  also  found  that  the  milk  be- 
came more  and  more  diluted,  during  the  disease,  with  a  serous  liquid  similar  to  blood- 
serum,  s)  that  the  glands  finallj,  instead  of  yielding  milk,  gave  only  blood-serum  or  a 
serous  fluid.  Husson'  found  that  milk  from  murrain  cows  contained  more  proteids 
but  considerably  less  fat  and  (in    evere  cases)  less  sugar  than  normal  milk. 

The  milk  may  be  blue  or  red  in  color,  due  to  the  development  of  micro-organisms. 

'The  formation  of  concrements  in  the  exit-passages  of  the  cow's  udder  is  often  ob- 
served. They  consist  chiefly  of  calcium  carbonate,  or  of  carbonate  and  phosphate  with 
only  a  small  amount  of  organic  substances. 

'  Muutz,  Compt.  rend..  Tome  102;  Bert  and  Thierfelder,  foot-notes  1  and  3,  page  385. 

'  See  Klingemaun,  Virchow's  Arch.,  Bd.  136. 

'  Schlossberger,  Annal.  d.  Chem.  u.  Pharm.,  Bd.  90  ;  Joly  and  Filhol,  cited  from 
Gurup-Besauez,  Lehrb.,  4.  Aufl.,  S.  438. 

■>  See  Bang,  Om  Tuberkulose  i  Koens  Yver  og  om  tuberkuWs  Malk.  Nord.  med.  Ar- 
kiv,  Bd.  16,  and  also  Maly's  Jahresber. ,  Bd.  14,  S.  170  ;  Storch,  Maly's  Jahresber.,  Bd.  14. 

'  Compt.  rend..  Tome  73. 


CHAPTER  XV. 

URINE. 

TJeine  is  the  most  important  excretion  of  the  animal  organism ;  it  is  the 
means  of  eliminating  the  nitrogenous  metabolic  prodacts,  also  the  water  and 
the  soluble  mineral  substances;  and  in  many  cases  it  furnishes  important  data 
relative  to  the  metabolism,  quantitatively  by  its  variation,  and  qualitatively 
by  the  appearance  of  foreign  bodies  in  the  excretion.  Moreover  in  many 
cases  we  are  able  from  the  chemical  or  morphological  constituents  which  the 
urine  abstracts  from  the  kidneys,  ureters,  bladder,  and  urethra  to  judge  of 
the  condition  of  these  organs;  and  lastly,  urinary  analysis  affords  an  excel- 
lent means  of  deciding  the  question  how  certain  medicines  or  other  foreign 
substances  introduced  into  the  organism  are  absorbed  and  chemically 
changed.  In  this  respect  especially  nrinary  analysis  has  furnished  very 
important  particulars  in  regard  to  the  nature  of  the  chemical  processes 
taking  place  within  the  organism,  and  it  is  therefore  not  only  an  important 
aid  in  diagnosis  to  the  physician,  but  it  is  also  of  the  greatest  importance 
to  the  toxicologist  and  the  physiological  chemist. 

In  studying  the  secretions  and  excretions  the  relationship  must  be  sought 
between  the  chemical  structure  of  the  secreting  organ  and  the  chemical 
composition  of  its  secreted  products.  Investigations  with  respect  to  the 
kidneys  and  the  urine  have  led  to  very  few  results  from  this  standpoint. 
Although  the  anatomical  relation  of  the  kidneys  has  been  carefully  studied, 
their  chemical  composition  has  not  been  the  subject  of  thorough  analytical 
research.  In  cases  in  which  a  chemical  investigation  of  the  kidneys  has 
been  undertaken,  it  has  only  been  in  general  of  the  organ  as  such,  and  not 
of  the  different  anatomical  parts.  An  enumeration  of  the  chemical  con- 
stituents of  the  kidneys  known  at  the  present  time  can,  therefore,  have  only 
a  secondary  value. 

In  the  kidneys  we  find  albuminous  bodies  of  different  kinds.  According 
to  Hallibueton  the  kidneys  do  not  contain  any  albumin,  but  only  a 
globulin  and  a  nucleoproteid.  The  globulin  coagulates  at  about  53°  C,  and 
the  nucleoproteid  contains  0.37$^  phosphorus.  According  to  L.  Lieber- 
MANN  the  kidneys  contain  a  lecithalbumin,  and  he  ascribes  to  this  body  a 
special  importance  in  the  secretion  of  acid  urines.  The  kidneys  also 
contain,  according  to  Lohnberq,  a  mucin-like  substance.     This  substancet 
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yields  a  reducing  body  on  boiling  with  acids  and  belongs  chiefly  to  the 

papillsB,  and  is,  according  to  Lonnbekg,  a  nucleoalbumin  (nucleoproteid  ?). 

The  cortical  substance  is  richer  in  another  nucleoalbumin  (nucleoproteid) 

unlike   mucin.     It  has  not  been   decided  what  relationship  this  last  sub- 

Btance  bears  to  Halliburton's  nucleoproteid.     According  to  MoRifER' 

chondroitin  sillphtiric  acid  occurs  as  traces. 

Fat  occurs  only  in  very  small  amounts  in  the  cells  of  the  tortuous 

urinary  passages.     Among  the  extractive  bodies  of  the  kidneys  we  find 

xanthin  bodies,  also  urea,  uric  acid  (traces),  glycogen,  leucin,  inosit,  taurin, 

and  cystin  (in  ox-kidneys).     The  quantitative  analyses  of  the  kidneys  thus 

far  made  possess  little  interest.     OiDTMAirif''  found  810.94  p.  m.  water, 

179.16  p.  m.  organic  and  0.99  p.  m.  inorganic  substance  in  the  kidney  of 

an  old  woman. 

The  fluid  collected  under  pathological  conditions,  as  in  hydronephrosis,  is  thin  with 
a  variable  but  generally  low  specific  gravity.  Usually  it  is  stiiiw-yellow  or  paler  in  color, 
and  sometimes  colorless.  Most  frequently  it  is  clear,  or  only  faintly  cloudy  from  white 
blood-corpuscles  and  epithelium-cells;  in  a  few  cases  it  is  so  rich  in  form-elements  that 
it  appears  like  pus.  Proteid  occurs  generally,  in  small  amounts;  occasionally  it  is  entirely 
absent,  but  in  a  few  rare  cases  the  amount  is  nearly  as  large  as  in  the  blood-serum. 
Urea  occurs  sometimes  in  considerable  amounts  when  the  parenchyma  of  the  kidneys  is 
only  in  part  atrophied  ;  in  complete  atrophy  the  urea  may  be  entirely  absent. 

I.  Physical  Properties  of  Urine. 

Consistency,  Transparency,  Odor,  and  Taste  of  Urine.  Under  physio- 
logical conditions  urine  is  a  thin  liquid  and  gives,  when  shaken  with  air,  a 
froth  which  qaickly  subsides.  Human  urine  or  urine  from  carnivora,  which 
is  habitually  acid,  appears  clear  and  transparent,  often  faintly  fluorescent, 
immediately  after  voiding.  When  allowed  to  stand  for  a  little  while  human 
nrine  shows  a  light  cloud  {nubecula)  which  consists  of  the  so-called 
"  mucus  "  and  generally  also  contains  a  few  epithelium-cells,  mucus-corpus- 
eles,  and  urate-granules.  The  presence  of  a  larger  quantity  of  urates 
renders  the  urine  cloudy,  and  a  clay-yellow,  yellowish-brown,  rose-colored, 
or  often  brick-red  precipitate  {sedimenfum  lateritium)  settles  on  cooling, 
because  of  the  greater  insolubility  of  the  urates  at  the  ordinary  "temperature 
than  at  the  temperature  of  the  body.  This  cloudiness  disappears  on  gently 
warming.  In  new-born  infants  the  cloudiness  of  the  nrine  during  the  first 
4-5  days  is  due  to  epithelium,  mucus-corpuscles,  uric  acid,  and  urates. 
The  urine  of  herbivora,  which  is  habitually  neutral  or  alkaline  in  reaction, 
is  very  cloudy  on  account  of  the  carbonates  of  the  alkaline  earths  present. 
Human  urine  may  sometimes  be  alkaline  under  physiological  conditions. 
In  this  case  it  is  made  cloudy  by  the  earthy  phosphates,  and  this  cloudiness 

'  Halliburton,  Journ.  of  Physiol.,  Vol.  13,  Suppl.,  and  Vol.  18;  Liebermann, 
Pflager's  Arch.,  Bdd.  50  and  54;  LSnnberg,  see  Maly's  Jahresber.,  Bd.  20  ;  Morner, 
Skand.  Arch.  f.  Physiol.,  Bil.  0. 

'  Cited  from  v.  Gorup-Besiiniz,  Lehrbucli,  4.  Aufl.,  S.  733. 
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does  not  disappear  on  warming,  differing  in  this  respect  from  the  sedimen- 
tum  lateritium.  Urine  has  a  salty  and  faintly  bitter  taste  produced  by 
sodium  chloride  and  urea.  The  odor  of  urine  is  peculiarly  aromatic;  the 
bodies  which  produce  this  odor  are  unknown. 

The  color  of  urine  is  normally  pale  yellow  when  the  specific  gravity  is 
1.020.  The  color  otherwise  depends  on  the  concentration  of  the  urine  and 
varies  from  pale  straw-yellow,  when  the  urine  contains  small  amounts  of 
solids,  to  a  dark  reddish  yellow  or  reddish  brown  in  stronger  concentration. 
As  a  rule  the  intensity  of  the  color  corresponds  to  the  concentration,  but 
under  pathological  conditions  exceptions  occur,  and  such  an  exception  is 
found  in  diabetic  urine,  which  contains  a  large  amount  of  solids  and  has  a 
high  specific  gravity  and  a  pale  yellow  color. 

The  reaction  of  urine  depends  essentially  upon  the  composition  of  the 
food.  The  carnivora  void  an  acid,  the  herbivora,  as  a  rule,  a  neatral  or 
alkaline,  urine.  If  a  carnivora  is  put  on  a  vegetable  diet,  its  urine  may 
become  less  acid  or  neutral,  while  the  reverse  occurs  when  an  herbivora  is 
starved,  that  is,  when  it  lives  upon  its  own  fiesh,  as  then  the  urine  voided  is 
acid. 

The  urine  of  a  healthy  man  on  a  mixed  diet  has  an  acid  reaction,  and 
the  sum  of  the  acid  equivalents  is  greater  than  the  sum  of  the  base  equiva- 
lents. This  depends  on  the  fact  that  in  the  physiological  combustion  of 
neutral  substances  (proteids  and  others)  within  the  organism  acids  are  pro- 
duced, chiefly  sulphuric  acid,  but  also  phosphoric  and  organic  acids,  such  as 
hippuric,  uric,  and  oxalic  acid,  aromatic  oxyacids,  and  others.  From  this  it 
follows  that  the  acid  reaction  is  not  due  to  one  acid  alone.  We  do  not  know 
to  what  extent  any  one  acid  takes  part  in  the  acid  reaction;  but  it  is 
generally  considered  that  the  acid  reaction  of  human  urine  is  caused  by 
di-acid  phosphate.  The  quantity  of  acid-reacting  bodies  or  combinations 
eliminated  by  the  urine  in  24  hours,  when  calculated  as  oxalic  acid  or 
hydrochloric  acid,  is  respectively  3-4  and  1.15-2.3  grms. 

The  composition  of  the  food  is  not  the  only  influence  which  affects  the 
degree  of  acidity  of  human  urine.  For  example,  after  taking  food,  at  the 
beginning  of  digestion,  when  a  larger  amount  of  gastric  juice  containing 
hydrochloric  acid  is  secreted,  the  urine  may  be  neutral  or  even  alkaline.' 
The  statements  of  various  investigators  are  rather  contriadict^ry  in  regard 
to  the  time  of  the  appearance  of  the  maximum  and  minimum  of  the  acidity, 
which  may  in  part  be  explained  by  the  different  individuality  and  different 
conditions  of  life  of  the  persons  investigated.  '  It  has  not  infrequently  been 
observed  that  perfectly  healthy  persons  in  the  morning  void  a  neutral  or 
alkaline  urine  which  is  cloudy  from  earthy  phosphates.  The  effect  of 
muscular  activity  on  the  acidity  of  urine  has  not  been  positively  determined. 

'  Contradictory  statenunts  are  found  in  Linossier,  Maly's  Jahresber.,  Bd,  27.       __ 
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According  to  Hoppmank,  Rixgstedt,  Oddi  and  Takulli  mnscalar  work 
raises  the  degree  of  acidity,  but  Aducco'  claims  that  it  decreases  it. 
Abundant  perspiration  reduces  the  acidity  (Hoffmann). 

In  man  and  carnivora  it  seems  that  the  degree  of  acidity  of  the  urine 
cannot  be  increased  above  a  certain  point,  even  though  mineral  acids  or 
organic  acids  which  are  burnt  up  with  difficulty  are  taken  in  large  quantities. 
When  the  supply  of  carbonates  of  the  fixed  alkalies  stored  up  in  the 
organism  for  this  purpose  is  not  sufficient  to  combine  with  the  excess  of 
acid,  then  ammonia  is  split  from  the  proteids  or  their  decomposition 
products,  and  the  excess  of  acid  combines  therewith,  forming  ammonium 
salts  which  pass  into  the  urine.  In  herbivora  such  a  combination  of  the 
excess  of  acid  with  ammonia  does  not  seem  to  take  place,  or  not  to  the  same 
extent,'  and  therefore  herbivora  soon  die  when  acids  are  given.  Neverthe- 
less the  degree  of  acidity  of  human  nrine  may  be  easily  diminished  so  that 
the  reaction  is  neutral  or  alkaline.  This  occurs  after  the  taking  of  car- 
bonates of  the  fixed  alkalies  or  of  such  alkali  salts  of  vegetable  acids — 
tartaric-acid,  citric-acid,  and  malic-acid  salts — as  are  easily  burnt  into 
carbonates  in  the  organism.  Under  pathological  conditions,  as  in  the 
absorption  of  alkaline  transudations,  the  urine  may  become  alkaline. 

The  degree  of  acidity  cannot  be  determined  by  the  ordinary  acidimetric 
process,  since  the  urine  contains  di-hydrogen  phosphate,  MH^PO, ,  besides 
hydrogen  di-phosphate,  M,IIPO,.  In  the  titration  the  di-hydrogen  phos- 
phate is  changed  gradually  into  M^HPO,,  and  we  obtain  at  a  certain  point 
a  mixture  of  the  two  phosphastes  in  variable  proportions,  which  mixtnre  is 
not  neutral  but  amphoteric.  As  we  consider  the  quantity  of  phosphoric 
acid  as  di-hydrogen  phosphate  as  a  measure  of  the  acidity  of  the  urine,  the 
determination  of  the  acidity  and  the  determination  of  di-hydrogen  phos- 
phate go  hand  in  hand.  The  methods  resorted  to  will  be  described  in 
connection  with  the  estimation  of  the  total  phosphoric  acid. 

A  urine  with  an  alkaline  reaction  caused  by  fixed  alkalies  has  a  very 
different  diagnostic  value  from  one  whose  alkaline  reaction  is  caused  by  the 
presence  of  ammonium  carbonate.  In  the  latter  case  we  have  to  deal  with 
a  decomposition  of  the  urea  of  the  nrine  by  the  action  of  micro-organisms. 

If  we  wish  to  determine  whether  the  alkaline  reaction  of  the  urine  is 
due  to  ammonia  or  fixed  alkalies,  we  dip  a  piece  of  red  litmus-paper  into 
the  urine  and  allow  it  to  dry  exposed  to  the  air  or  to  a  gentle  heat.  If  the 
alkaline  reaction  is  d,ue  to  ammonia,  the  paper  becomes  red  again;  but  if  it 
is  caused  by  fixed  alkalies,  it  remains  blue. 

The  8pecifi(^  grayity  of  urine,  which  is  dependent  upon  the  relationship 
existing  between  the  quantity  of  water  secreted  and  the  solid  urinary  con- 
stituents, especially  the  urea  and  sodium  chloride,  may  vary  considerably, 
but  is  generally  1.017-1.020.     After  drinking  large  quantities  of  water  it 

"  Hoffmann,  see  Maly's  Jahresber.,  Bd.  14,  S.  213  ;  Eingstedt,  ibid. ,  Bd.  30,  S.  196 ; 
OddLand  TaruUi,  {bid.,  Bd.  24 ;  Aducco,  ibid.,  Bd.  17. 
'  See  Winterberg,  Zeitschr.  f.  physiol.  Chem.,Bd.  25. 
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may  fall  to  1.002,  while  after  profuse  perspiration  or  after  drinking  very 
little  water  it  may  rise  to  1.035-1.040.  In  new-born  infants  the  specific 
gravity  is  low,  1.007-1.005.  The  determination  of  the  specific  gravity  is 
an  important  means  of  learning  the  average  amount  of  solids  eliminated 
from  the  organism  with  the  urine,  and  on  this  account  the  determination 
becomes  of  true  value  only  when  at  the  same  time  the  quantity  of  urine 
voided  in  a  given  time  is  determined.  The  different  portions  of  urine 
voided  in  the  course  of  the  24  hours  are  collected,  mixed  together,  the  total 
qnantity  measured,  and  then  the  specific  gravity  taken. 

The  determination  of  the  specific  gravity  is  most  accurately  obtair-'d  with 
the  pyknometer.  For  ordinary  cases  the  specific  gravity  may  be  determined 
with  suflBcient  accuracy  by  means  of  areometers.  The  areometers  found  in 
the  trade,  or  icrinometers,  are  graduated  from  1.000  to  1.040;  for  exact 
observations  it  is  better  to  use  two  nrinometers,  one  graduated  from  1.000  to 
1.020,  and  the  other  from  1.020  to  1.040. 

To  determine  the  specific  gravity  of  urine,  if  necessary  filter  the  urine, 
or  if  it  contains  a  urate  sediment,  first  dissolve  it  by  gentle  heat,  then  pour 
the  clear  urine  into  a  dry  cylinder,  avoiding  the  formation  of  froth.  Air- 
bubbles  or  froth,  when  present,  must  be  removed  with  a  glass  rod  or  filter- 
paper.  The  cylinder,  which  must  be  about  ^  full,  must  be  wide  enough  to 
allow  the  nrinometer  to  swim  freely  in  the  liquid  without  touching  the 
sides.  The  cylinder  and  urinometer  should  both  be  dry  or  previously 
washed  with  the  urine.  On  reading,  the  eye  is  brought  on  a  level  with  the 
lower  meniscus — which  occurs  when  the  surface  of  the  liquid  and  the  lower 
limb  of  the  meniscus  coincide;  the  reading  is  then  made  from  the  point 
where  this  curved  line  cuts  the  scale  of  the  urinometer.  If  the  eye  is  not 
in  the  same  horizontal  plane  with  the  convex  line  of  the  meniscus,  but  is 
too  high  or  too  low,  the  surface  of  the  liquid  assumes  the  shape  of  an 
ellipse,  and  the  reading  in  this  position  is  incorrect.  Before  reading  press 
the  nrinometer  gently  down  into  the  liquid  and  then  allow  it  to  rise,  and 
wait  until  it  is  at  rest. 

Each  urinometer  is  graduated  for  a  certain  temperature,  which  is  marked 
on  the  instrument,  or  at  least  on  the  best.  If  the  urine  is  not  at  the  proper 
temperature,  the  following  corrections  must  be  made:  For  every  three 
degrees  above  the  normal  temperature  one  unit  of  the  last  order  is  added  to 
the  reading,  and  for  every  three  degrees  below  the  normal  temperature  one 
nnit  (as  above)  is  subtracted  from  the  specific  gravity  observed.  For  exam- 
ple, when  a  urinometer  graduated  for  -(-  15°  C.  shows  a  specific  gravity  of 
1.017  at  -f-  24°  C,  then  the  specific  gravity  at  +  15°  C.  =  1.017  +  0.003 
=  1.020. 

When  great  exactitude  is  required,  as,  for  instance,  a  determination  to 
the  fourth  decimal  point,  we  make  use  of  a  urinometer  constructed  by 
LoHKSTEiN."  JoLLES'  has  also  devised  a  small  urinometer  for  the  deter- 
mination of  the  specific  gravity  of  small  amounts  of  urine,  20-25  c.c.  The 
specific  gravity  may  also  be  determined  by  the  Westphal  hydrostatic 
balance. 

'  PflUger's  Arch.,  Bd.  59,  Chem.  Centralbl.,  1895,  Bd.  1,  B.  74,  and  1896,  Bd.  2,  8. 
457. 

»  Wien.  med.  Presse,  1897,  No.  8. 
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II.  Organic  Physiological  Constituents  of  the  Urine. 

+ 
Urea,  Ur,  which  is  ordinarily  considered  as  carbamid,  CO(NHJ, ,  may 

be  synthetically  prepared  in  several  different  ways,, namely,  from  carbonyl- 

chloride,    or   carbonic-acid   ethyl-ether   and    ammonia,   0001^  +  SNH,  = 

CO(NHJ,  +  3H01,  or  (C,HJ,.0,.CO  +  2NH3  =  2(0,H..0H)  +  CO,(NH),; 

by  the   metameric   decomposition  of   ammonium   cyanate,    CO.N.NH,  = 

GO(NH,),  (WOHLBK,  1838);  and  in  many  other  ways.     It  is  also  formed 

by  the  decomposition  or  oxidation  of  certain  bodies  found  in  the  animal 

organism,  such  as  creatin  and  uric  acid. 

Urea  is  found  most  abundant  in  the  urine  of  carnivora  and  man,  but  in 
•  smaller  quantities  in  that  of  herbivora.  The  quantity  in  human  urine  is 
ordinarily  30-30  p.  m.  It  has  also  been  found  in  small  quantities  in  the 
urine  of  amphibians,  fishes,  and  certain  birds.  Urea  occurs  in  the  perspira- 
tion in  small  quantities,  and  as  traces  in  the  blood  and  in  most  of  the 
animal  fluids.  It  also  occurs  in  rather  large  quantities  in  the  blood,  liver, 
muscle'  and  bile"  of  sharks.  Urea  is  also  found  in  certain  tissues  and 
organs  of  mammals,  especially  in  the  liver  and  spleen,  although  only  in 
small  amounts.  Under  pathological  conditions,  as  in  obstructed  excretion, 
urea  may  appear  to  a  considerable  extent  in  the  animal  fluids  and  tissues. 
ScHONDOKFF '  finds  that  the  quantity  of  urea  in  the  organs  of  a  dog  fed 
with  meat  is,  with  the  exception  of  the  muscles  (0.884  p.  m.),  the  heart 
(1.734  p.  m.),  and  the  kidneys  (6.695  p.  m.),  about  the  same  as  the  blood, 
or  an  average  of  1.3  p.  m.  In  human  blood  the  quantity  of  urea  on  a 
mixed  diet  was  0.611  p.  m. ,  and  about  the  same  quantity  was  found  in 
woman's  milk  and  the  amniotic  fluid. 

The  quantity  of  urea  which  is  voided  in  34  hours  on  a  mixed  diet  is  in 
a  grown  man  about  30  grms.,  in  women  somewhat  less.  While  children 
void  less,  the  excretion  relative  to  their  body-weight  is  greater  than  in 
grown  persons.  The  physiological  significance  of  urea  lies  in  the  fact 
that  this  body  forms  in  man  and  carnivora,  from  a  quantitative  standpoint, 
the  most  important  nitrogenous  final  product  of  the  metabolism  of  proteid 
bodies.  On  this  account  the  elimination  of  urea  varies  to  a  great  extent 
with  the  katabolism  of  the  proteid,  and  above  all  with  the  quantity  of 
absorbable  proteids  in  the  food  taken.  The  elimination  of  urea  is  greatest 
after  an  exclusive  meat  diet,  and  lowest,  indeed  less  than  during  starvation, 
after  the  consumption  of  non- nitrogenous  bodies,  for  these  diminish  the 
metabolism  of  the  proteids  of  the  body. 

If  the  consumption  of  the  proteids  of  the  body  is  increased,  then  the 

1  '  V.  SchvSder,  Zeitsclir.  f.  physiol.  Chem.,.  Bd.  14. 
'  Hammarsteii,  ibid.,  Bd.  34. 
»  Pfluger's  Arch.,  Bd.  74. 
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elimination  of  nitrogen  is  correspondingly  increased.  This  is  found  to  be 
the  case  in  fevers,  cachexia,  diabetes,  after  poisoning  with  arsenic,  antimony, 
phosphorus,  and  other  protoplasm  poisons,  by  a  diminished  supply  of  oxygen 
■ — as  in  severe  and  continuous  dyspnoea,  poisoning  with  carbon  monoxide, 
hemorrhage,  etc.  In  these  cases  it  used  to  be  considered  that  it  was  due  to 
an  increased  elimination  of  urea,  because  no  exact  difference  was  made 
between  the  quantity  of  urea  and  the  total  quantity  of  nitrogen  in  the 
Tirine.  Kecent  researches  have  conclusively  demonstrated  the  untrust- 
worthiness  of  these  observations.  Since  Pflugbb  and  Bohland  have 
shown  that  16$^  of  the  total  nitrogen  of  the  urine  exists  under  physiological 
conditions  as  other  combinations,  not  nrea,  attention  has  been  called  to 
the  relationship  of  the  different  nitrogenous  constituents  of  the  urine  to 
each  other,  and  it  has  been  found,  under  pathological  conditions,  that  this 
relationship  may  vary  very  considerably,  especially  in  regard  to  the  urea. 
We  have  numerous  determinations  by  diifereut  investigators,  such  as  Boh- 
LAND,  E.  ScHULTZE,  Cameree,  Voges,  Mornek  and  Sjoqvist,  Gumlich, 
BoDTKEK,"  and  others,  on  the  relationship  of  the  different  nitrogenous 
constituents  to  each  other  in  normal  urine  of  adults.  Sjoqvist  has  made 
similar  determinations  on  new-born  babes  from  1-7  days  old.  From  all 
these  analyses  we  obtain  the  following  figures  (A  for  adults  and  B  for  new- 
born babes).     Of  the  total  nitrogen,  we  have: 

A  B 

Urea 84-91^  73-76^ 

Ammonia 2-5  7.8-9.6 

Uricacid 1-3  3.0-8.5 

Kemaining  nitiogeneous  substances  (extractives). . . .     7-12  7.3-14.7 

The  different  relationship  between  uric  acid,  ammonia,  and  nrea  nitrogen 
in  children  and  adults  is  remarkable,  since  the  urine  of  children  is  consider- 
ably richer  in  uric  acid  and  ammonia,  and  considerably  poorer  in  urea,  than 
the  nrine  of  adults.  The  absolute  quantity  of  urea  nitrogen  in  adults 
amounts  to  about  10-16  grms.  per  day.  In  disease  tlfe  proportion  of 
the  nitrogenous  substances  may  be  markedly  changed,  and  a  decrease  in 
the  quantity  of  urea  and  an  increase  in  the  quantity  of  ammonia  have  been 
observed  in  certain  diseases  of  the  liver.  This  will  be  treated  of  in  detail 
in  connection  with  the  formation  of  urea  in  the  liver.  It  is  natural  that 
there  is  a  diminished  formation  of  urea  in  diminished  administration  of 
proteids  or  diminished  katabolism  of  proteids.     In  diseases  of  the  kidneys 

'  Pflilger  and  Bohland,  Pfltlger's  Arch.,  Bdd.  38  and  43  ;  Bohland,  ibid.,  Bd.  43  ; 
Schultze,  ibid.,  Bd.  45;  Camerer,  Zeitschr.  f.  Biologic,  Bdd.  24,  27,  aud  28;  Voges, 
Ueber  die  Mischung  der  sticlistoffhalligen  Bestandtbeile  im  Ham,  etc.  (Inavig.-Diss., 
Berlin,  1892)  cited  from  Maly's  Jahresber.,  Bd.  22;  K.  Marner  and  SjOqvist,  Skand. 
Arch.  f.  Physiol.,  Bd.  2.  See  also  SjOqvist,  Nord.  med.  Arkiv.,  1892,  No.  36,  and  1894, 
No.  10;  Gumlich,  Zeitschr.  f.  physiol.  Cbem.,  Bd.  17;  BOdtker,  see  Maly's  Jahresber., 
Bd.  26. 
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which  disturb  or  destroy  the  integrity  of  the  epithelium  of  the  tortnons 
urinary  passages  the  elimination  of  urea  is  considerably  diminished. 

Formation  of  Urea  in  the  Organism.  The  experiments  to  produce  urea 
directly  from  proteids  by  oxidation  have  not  led  to  any  positive  results. 
Among  the  basic  bodies  occurring  in  the  hydrolytic  cleavage  products  of 
proteids  we  find  lysatin  and  arginin,  which  are  also  formed  in  tryptic  diges- 
tion, and  these  bodies  yield  urea  by  the  action  of  alkalies  (Chapter  .II).  It 
is  therefore  possible  to  prepare  urea  by  the  hydrolytic  cleavage  of  proteids, 
with  these  bodies  as  intermediate  products,  and  according  to  Drechsel 
about  10^  of  the  urea  may  be  accounted  for  in  this  way.  A  part  of  the 
urea  may  be  produced  by  the  action  of  alkalies  on  creatin  or  creatinin. 

The  amido-acids  are  also  considered  as  mother-substances  of  urea.  By 
the  researches  of  Schultzen'  and  Nencki  and  Salkowski  with  leucin  and 
glycocoll  and  those  of  v.  Kkiekiem  with  asparagin,  it  has  been  shown  that 
the  amido-acids  are  in  part  converted  into  urea  in  the  animal  organism. 
Kecen't  investigations  by  Salaskin  with  the  three  amido-acids,  glycocoll, 
leucin,  and  aspartic  acid,  have  unmistakably  shown  that  the  living  dog- 
liver,  supplied  with  arterial  blood,  has  the  property  of  transforming  the  above 
amido-acids  into  urea  or  a  closely  allied  substance.  The  researches  of 
LoEwi  with  the  "urea-forming"  enzyme  of  the  liver,  discovered  by 
EiCHTET,  and  glycocoll  or  leucin,  as  also  the  researches  of  Ascoli,'  have 
led  to  similar  results.  Nothing  can  be  stated  in  regard  to  the  extent  of 
formation  of  amido-acids  in  the  physiological  destruction  of  proteids  in  the 
animal  body,  with  the  exception  of  those  formed  in  the  intestinal  digestion. 
The  possibility  of  such  a  formation  of  urea  is  beyond  dispute. 

N"othing  positive  can  be  said  in  regard  to  the  manner  in  which  the 
formation  of  urea  originates;  but  it  is  admitted  that  it  is  partly  an  ammonia 
formation  and  partly  the  formation  of  carbamic  acid. 

The  possibility  of  a  formation  of  urea  from  ammonia  has  been  positively 
shown.  Thutf  the  researches  of  v.  Knieeiem,  Salkowski,  Pedeb, 
I.  MuNK,  CoRANDA,  SoHMiEDEBERG  and  Fk.  "Waltek,  and  Haller- 
WOEDEK,"  on  the  behavior  of  ammonium  salts  in  the  animal  body  and  the 
elimination  of  the  ammonia  under  various  conditions,  have  shown  that  not 
''nly  ammonium  carbonate,  but  also  such  ammonium  salts  which  are  burnt 
into  carbonate  in  the  organism  are  transformed  into  urea  bycarnivora  as 
well  as  herbivora.     v.  Schroedee,'  by  irrigating  the  living  dog's  liver 

'  Schnllzen  and  Nencki,  Zeitscbr.  f.  Biologie,  Bd.  8;  v.  Knieriem,  ibid.,  Bd.  10; 
Salkowski,  Zeitschr.  f.  physiol.  Chem.,  Bd.  4;  Salaskln,  ibid.,  Bd.  25;  Loewi,  ibid., 
Bd.  25  ;  Richtet,  Compt.  rend.,  Tome  118,  and  Compt.  rend.  soc.  bio].,  Tome  49  ;  Ascoli, 
Pfliiger's  Arch.,  Bd.  72. 

«  v.  Knieriem,  Zeitschr.  f.  Biologle,  Bd.  10  ;  Feder,  ibid.,  Bd.  13 ;  Salkowski,  Zeit- 
schr. f.  Biologie,  Bd.  1 ;  Munk,  iMd.,  Bd.  2 ;  Coranda,  Arch.  f.  exp.  Path.  u.  Pharm., 
Bd.  12;  Schmiedeberg  and  Walter,  ibid.,  Bd.  7;  Hallerworden,  ibid.,  Bd.  10. 

•  Arcb.  f.  exp.  Palb.  u.  Pharm.,  Bd.  15.  See  also  Salomon,  Virchow's  Arch.,  Bd.  97. 
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"with  blood  treated  with  ammonium  carbonate  or  ammonium  formate,  has 
shown  that  the  formation  of  nrea  takes  place,  at  least  in  part,  in  this  organ. 
Kencki,  Pawlow  and  Zaleski  '  have  found  that  in  dogs  the  quantity  of 
ammonia  in  the  blood  from  the  portal  vein  is  about  3.5  times  greater  than 
from  the  hepatic  vein,  and  they  claim  that  the  liver  retains  in  great  part 
the  ammonia  supplied.  The  formation  of  urea  from  ammonia  in  the  liver 
is  a  positively  proved  fact,  and  the  urea  formation  from  ammonium  carbonate 
is  to  be  considered  as  a  synthesis  vrith  the  elimination  of  water. 

We  have  also  important  observations  which  give  support  to  the  views  of 
ScHULTZBN'  and  Neij'cki,'  namely,  that  the  amido-acids  are  transformed 
into  urea  with  carbamic  acid  as  an  intermediate  step.  Dkechsel  has 
shown  that  the  amido-acids  yield  carbamic  acids  by  oxidation  in  alkaline 
fluid  outside  of  the  organism,  and  he  obtained  urea  from  ammonium  car- 
bamate by  passing  an  alternate  electric  current  through  its  solution,  namely, 
by  alternate  oxidation  and  reduction.  Deechsel  has  also  been  able  to 
detect  small  quantities  of  carbamates  in  blood,  and  later  in  conjunction  with 
Abel  he  detected  carbamic  acid  in  alkaline  horse's  urine.  Deechsel 
therefore  accepts  the  formation  of  urea  from  ammonium  carbamate,  and 
according  to  him  the  alternating  oxidation  and  reduction  take  place  in  the 
following  way : 

H.N.O.CO.NH,  +  0   =  H,N.O.CO.NH,  -\-  H,0 
and 

H,N.O.0O.NH,  +  H,  =  H^N.CO.NH,  +  H,0. 

Urea 

Abel  and  Muiehead  '  have  later  observed  an  abundant  elimination  of 
carbamic  acid  in  human  and  dog's  urine  after  the  administration  of  large 
quantities  of  milk  of  lime,'  and  the  probability  of  the  regular  appearance  of 
this  acid  in  normal  acid  human  and  dog's  urine  has  been  demonstrated  by 
M.  Nencki  and  Hahn.*  These  last-mentioned  investigators  have  also 
given  very  important  support  to  the  theory  of  the  formation  of  urea  from 
ammonium  carbamate  by  observations  on  dogs  with  Eck's  fistula.  In  this 
case  the  portal  vein  is  directly  connected  with  the  inferior  vena  cava,  and  a 
communication  is  thus  established  so  that  the  blood  of  the  portal  vein  flows 
directly  into  the  vena  cava,  without  passing  through  the  liver.  Nencki 
and  Hahn  observed  violent  symptoms  of  poisoning  in  dogs  operated  upon 

'  Arch,  des  sciences  biol.  de  St.  Petersbourg,  Tome  4. 

«  Zeitschr.  f.  Biologic,  Bd.  8. 

'  Diecbsel,  Ber.  d,  sachs.  Gesellscb.  d.  Wisseuscb.,  1875.  See  also  Jouiu.  f.  prakt. 
Cbem.  (N.  F.),  Bdd.  13,  16,  and  22 ;  Abel,  Du  Bois-Reymoud's  Arch.,  1891 ;  Abel  and 
Muirbead,  Arch.  f.  exp.  Path.  u.  Pbarm.,  Bd.  31. 

*  Hahn,  Massen,  Nencki  et  Pawlow,  La  fislule  d'Eck  de  la  veine  cave  inferieur  et  de 
la  veine  porte,  etc.    Arch,  des  sciences  biol.  de  St.  Petersbourg,  Tome  1,  No.  4,  1893. 
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by  Pawlow  and  Massen,  and  these  symptoms  were  quite  identical  with 
those  obtained  on  introducing  carbamate  into  the  blood.  These  symptoms 
also  appear  after  the  introduction  of  carbamate  into  the  stomach,  while  the 
introduction  of  carbamate  into  the  stomach  of  a  normal  dog  had  no  action. 
As  these  observers  also  found  that  the  urine  of  the  dog  on  which  the  opera- 
tion was  made  was  richer  in  carbamate  than  that  of  the  normal  dog,  they 
conclude  that  the  symptoms  were  due  to  the  non- transformation  of  the 
ammonium  carbamate  into  urea  in  the  liver,  and  they  consider  the  am- 
monium carbamate  as  the  substance  from  which  the  urea  is  derived  in  the 
liver  of  mammals. 

The  view  as  to  the  formation  of  urea  from  ammonium  carbamate  doea 
not  contradict  the  above  statement  as  to  the  transformation  of  carbonates 
into  urea,  since  we  can  imagine  that  the  carbonate  is  first  converted  into 
carbamate  with  the  exiJuUion  of  a  molecule  of  water,  and  that  this  then  is 
transformed  into  urea  with  the  expulsion  of  a  second  molecule  of  water. 

P.  HoFJiEiSTER "  has  found  in  the  oxidation  of  different  members  of 
the  fatty  series,  as  well  as  in  amido-acids  and  proteids,  that  urea  was  formed 
in  the  presence  of  ammonia,  and  he  therefore  suggests  the  possibility  that 
urea  may  be  formed  by  an  oxidation-synthesis.  According  to  him,  in  the 
oxidation  of  nitrogenous  substances  a  radical  CONH^ ,  containing  the 
amido-group,  unites  at  the  moment  of  formation  with  the  radical  NII^ 
remaining  on  the  oxidation  of  ammonia,  forming  urea. 

Besides  the  above-mentioned  theories  as  to  the  formation  of  urea,  we 
have  others  which  will  not  be  given,  because  the  only  theory  which  has  thus 
far  been  positively  demonstrated  is  the  formation  of  urea  from  ammonium 
compounds  and  amido-acids  in  the  liver. 

The  liver  is  thp  only  organ  in  which,  up  to  the  present  time,  a  formation 
of  urea  has  been  directly  detected ; "  and  the  question  arises,  what  importance 
has  this  urea  formation  taking  place  in  the  liver  ?  Is  the  urea  wholly 
or  chiefly  formed  in  the  liver  ? 

If  the  liver  is  the  only  organ  forming  urea  it  is  to  be  expected,  on  the 
extirpation  or  atrophy  of  that  organ,  that  a  reduced  or,  in  short  experiments, 
at  least  a  strongly  diminished  elimination  of  urea  occurs.  As  at  least  a  part 
of  the  urea  is  formed  in  the  liver  from  ammonium  compounds,  a  simul- 
taneous increase  in  the  elimination  of  ammonia  is  to  be  expected. 

The  extirpation  and  atrophy  experiments  on  animals  made  by  different 
methods  by  Nbistcki  and  Hahn,  Slosse,  Liebleik,  I^encki  and  Pawlow  ' 

>  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  37. 

'  In  regard  to  the  investigations  of  Pievost  and  Dumas,  Meissner,  Voit,  Grehant, 
Gscheidlen  and  Salkowski,  and  others,  on  the  r61e  of  the  kidneys  in  the  formation  of 
urea,  see  v.  Sclivoeder,  Arcli.  f.  exp.  Path.  u.  Phaim.,  Bdd.  15  and  19,  and  Voit,  Zeit- 
schr.  f.  Biologie,  Bd.  4. 

*  Neucki  and  Hahn,  1.  c. ;  Slosse,  DuBois-Reymoud's  Arch.,  1890;  Liebleiti,  Arch, 
f.  exp.  Path.  u.  Pharm.,  Bd.  33  ;  Nencki  and  Pawlow,  Arch,  des  scienc.  de  St.  Peters- 
bourg,  Tome  5.     See  also  v.  Meister,  Maly'a  Jahresber. ,  Bd.  35. 
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have  shown  that  a  rather  marked  Increase  of  ammonia  and  a  diminished 
elimination  of  urea  take  place  after  the  operation,  but  also  that  there  are 
cases  in  which,  irrespective  of  the  pronounced  atrophy,  an  abundant  forma- 
tion of  urea  occurs,  and  no  appreciable  if  any  change  in  the  proportion 
of  ammonia  to  the  total  nitrogen  and  urea  is  observed.  After  extirpation 
of  the  organs  of  the  posterior  part  of  the  body,  especially  the  liver  and 
kidneys,  from  the  circulation  Kaufmann  '  also  found  an  important  increase 
in  the  urea  of  the  blood,  and  these  different  observations  show  that  the  liver 
is  not  the  only  organ,  in  the  various  animals  experimented  upon,  in  which 
urea  is  formed. 

The  observations  made  by  numerous  investigators'  on  human  beings 
with  cirrhosis  of  the  liver,  acute  yellow  atrophy,  and  phosphorus  poisoning 
have  led  to  the  same  result.  We  learn  from  these^ investigations  that  in 
certain  cases  the  proportion  of  the  nitrogenous  substances  may  be  so  changed 
that  urea  is  only  50-60^  of  the  total  nitrogen,  while  in  other  cases,  on  the 
contrary,  even  in  very  extensive  atrophy  of  the  liver-cells,  the  formation  of 
urea  is  not  diminished,  neither  is  the  proportion  between  the  total  nitrogen, 
urea,  and  ammonia  essentially  changed.  Even  in  the  cases  in  which  the 
formation  of  urea  was  relatively  diminished  and  the  elimination  of  ammonia 
considerably  increased  we  must  not  without  further  investigation  assume  a 
reduced  ability  of  the  organism  to  produce  urea.  An  increased  elimination 
of  ammonia  may,  as  shown  by  Munzee  in  the  case  of  acute  phosphorus 
poisoning,  be  dependent  upon  the  formation  of  abnormally  large  au'intities 
of  acids,  caused  by  abnormal  metabolism,  and  these  acids  requiro  i  greater 
quantity  of  ammonia  for  their  neutralization  according  to  the  law  of  the 
elimination  of  ammonia,  which  will  be  given  later. 

Por  the  present  we  are  not  justified  in  the  statement  that  the  liver  is 
the  only  organ  in  which  urea  is  formed,  and  continued  investigation  only 
can  yield  further  information  as  to  the  extent  and  importance  of  the  forma- 
tion of  urea  from  ammonia  compounds  in  the  liver. 

Properties  and  Reactions  of  Urea.  Urea  crystallizes  in  needles  or  in 
long,  colorless,  four-sided,  often  hollow,  anhydrous  rhombic  prisms.  It  has 
a  neutral  reaction  and  produces  a  cooling  sensation  on  the  tongue  like  salt- 
petre. It  melts  at  130-132°  C,  but  already  decomposes  at  about  100°  C. 
At  ordinary  temperatures  it  dissolves  in  equal  weight  of  water  and  in  five 
parts  alcohol;  it  requires  one  part  boiling  alcohol  for  solution;  it  is  insoluble 

'  Compt.  rend.  Soo.  biol.,  Tome  46,  and  Arch,  de  Physiol.  (5),  Tome  6. 

*  See  Halleiworden,  Arch.  f.  exp.  Path.  ii.  Pharm.,  Bd.  12;  Weiiitraud,  ibid,.,  Bd. 
31;  MUnzer  and  Winterberg,  ibid.,  Bd.  33;  Stadelmann,  Deulsch.  Arch.  f.  klin.  Med., 
Bd.  33  ;  Fawitzki,  ibid.,  Bd.  4!5 ;  Milnzer,  ibid.,  Bd.  53  ;  Frankel,  Berlin,  klin.  Wochen- 
schr.,  1878  ;  Richter,  ibid.,  1896  ;  MOrner  and  SjOqvist,  Skand.  Arch.  f.  Physiol.,  Bd.  2, 
and  SjOqvist,  Nord.  Med.  Arkiv.,  1893  ;  Gumlich,  Zeitschr.  f.  physiol.  Chem.,  13d.  17  ; 
V.  Noorden,  Lehrb.  d.  Pathol,  des  StofEwech.sels,  S.  387. 
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iti  alcohol-free  ether,  aad  also  in  chloroform.  If  urea  in  substance  is  heated 
in  a  test-tube,  it  melts,  decomposes,  gives  off  ammonia,  and  leaves  finally  a 
non-transparent  wliite  residue  which,  among  other  substances,  contains 
also  cyanuric  acid  and  biuret,  which  dissolves  in  water,  giving  a  beaatifnl 
reddish-violet  liquid  with  copper  sulphate  and  alkali  {Muret  reaction).  On 
heating  with  baryta-water  or  caustic  alkali,  also  in  the  so-called  alkaline 
fermentation  of  urine  caused  by  micro-organisms,  urea  splits  into  carbon 
dioxide  and  ammonia  with  the  addition  of  water.  The  same  decomposition 
products  are  produced  when  urea  is  heated  with  concentrated  sulphuric 
acid.  An  alkaline  solution  of  sodium  hypobromite  decomposes  urea  into 
nitrogen,  carbon  dioxide,  and  water  according  to  the  equation 

CON,H.  -I-  SNaOBr  =  BNaBr  +  CO,  -f  3H,0  +  N,. 

With  a  concentrated  solution  of  f  urf  arol  and  hydrochloric  acid  urea  in 
substance  gives  a  coloration  passing  from  yellow,  green,  blue,  to  violet,  and 
then  beautiful  purple-violet  after  a  few  minutes  (Schiff's  reaction). 
According  to  Huppeet'  the  test  is  best  performed  by  taking  2  c.c.  of  a 
concentrated  fnrfurol  solution,  4-6  drops  concentrated  hydrochloric  acid, 
and  adding  to  this  mixture,  which  must  not  be  red,  a  small  crystal  of  urea. 
A  deep  violet  coloration  appears  in  a  few  minutes. 

Urea  forms  crystalline  combinations  with  many  acids.  Among  these 
the  one  with  nitric  acid  and  the  one  with  oxalic  acid  are  the  most  important. 

Urea.  Nitrate,  C0(NHJ,.HN03.  On  crystallizing  quickly  this  com- 
bination forms  thin  rhombic  or  six-sided  overlapping  tiles,  colorless  plates, 
whose  point  has  an  angle  of  83°.  When  crystallizing  slowly,  larger  and 
thicker  rhombic  pillars  or  plates  are  obtained.  This  combination  is  rather 
easily  soluble  in  pure  water,  but  is  considerably  less  soluble  in  water  con- 
taining nitric  acid;  it  may  be  obtained  by  treating  a  concentrated  solution 
of  urea  with  an  excess  of  strong  nitric  acid  free  from  nitrous  acid.  On 
heating  this  combination  it  volatilizes  without  leaving  a  residue. 

This  compound  may  be  employed  with  advantage  in  detecting  small  amounts  of 
urea.  A  drop  of  the  concentrated  solution  is  placed  on  a  microscope-slide  and  the 
cover-glass  placed  upon  it;  a  drop  of  nitric  acid  is  then  placed  on  the  side  of  the  cover- 
glass  and  allowed  to  flow  under.  The  formation  of  crystals  begins  where  the  solution 
and  the  nitric  acid  meet.  Alkali  nitrates  may  crystallize  very  similarly  to  urea  nitrate 
when  they  are  contaminated  with  other  bodies ;  therefore,  in  testing  for  urea,  the  crys- 
tals must  be  identified  as  urea  nitrate  by  heating  and  by  other  means. 

Ubba  Oxalate,  3.CO(NH,),.H,0,0,.  This  compound  is  more  spar- 
ingly soluble  in  water  than  the  nitric-acid  compound.  It  is  obtained  in 
rhombic  or  six-sided  prisms  or  plates  on  adding  a  saturated  oxalic-acid 
solution  to  a  concentrated  solution  of  urea. 

Urea  also  forms  combinations  with  mercuric  nitrate  in  variable  propor- 

'  Huppert-Neubauer,  Analyse  des  Hanies,  10.  Aufl.,  S.  296. 
A.  '10  . 
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tions.     If   a   very   faintly   acid   mercuric-nitrate    solntion   is   added   to   a 

two-per-cent  solution  of  urea  and   the   mixture   carefully   neutralized,  a 

combination  is  obtained  of  a  constant  composition  which  contains  for  every 

10  parts  of  urea  72  parts  mercuric  oxide.     This  compound  serves  as  the 

basis  of  Liebig's  titration  method.     Urea  combines  also  with  salts,  forming 

mostly  crystallizable  combinations,  as,  for  instance,  with  sodium  chloride, 

with  the  chlorides  of  the  heavy  metals,  etc.     An  alkaline  but  not  a  neutral 

solntion  of  urea  is  precipitated  with"  mercuric  chloride. 

If  urea  Is  dissolved  in  dilute  bydrochloriq  acid  and  then  an  excess  of  formaldehyde 
added,  a  thick,  white,  granular  precipitate  is  obtained  which  is  difficultly  soluble  and 
whose  composition  is  somewhat  disputed.'  With  phenyl-hydrazin,  urea  in  strong  acetic 
acid  gives  a  colorless  crystalline  combination  of  phenyl-semicarbazid,  CtHsNH.NH. 
CONHj, which  is  soluble  with  difficulty  in  cold  water,  and  melts  at  173°  0.  (jAFPfe"). 

The  method  of  preparing  urea  from  urine  is  chiefly  as  follows:  Concen- 
trate the  urine,  which  has  been  faintly  acidified  with  sulphuric  acid,  at  a 
low  temperature,  add  an  excess  of  nitric  acid,  at  the  same  time  keeping  the 
mixture  cool,  press  the  precipitate  well,  decompose  it  in  water  with  freshly 
precipitated  barium  carbonate,  dry  on  the  water-bath,  extract  the  residue 
with  strong  alcohol,  decolorize  when  necessary  with  animal  charcoal,  and 
filter  while  warm.  The  urea  which  crystallizes  on  cooling  is  pnrified  by 
recrystallization  from  warm  alcohol.  A  further  quantity  of  urea  may  be 
•obtained  from  the  mother-liquor  by  concentration.  The  urea  is  purified 
from  contaminating  mineral  bodies  by  redissolving  in  alcohol-ether.  If  it 
is  only  necessary  to  detect  the  presence  of  urea  in  urine,  it  is  sufiicient  to 
concentrate  a  little  of  the  urine  on  a  watch-glass  and,  after  cooling,  treat 
with  an  excess  of  nitric  acid.     In  this  way  we  obtain  crystals  of-  urea  nitrate. 

Quantitative  Estimation  of  the  Total  Nitrogen  and  Urea  in  Urine. 
Among  the  various  methods  proposed  for  the  estimation  of  the  total  nitro- 
gen, that  suggested  by  Kjeldahl  is  to  be  recommended.  But  as  Liebig's 
method  for  the  estimation  of  urea  is  really  a  method  for  determining  the 
total  nitrogen,  and  as  the  physician  has  not  always  at  hand  the  apparatus 
and  utensils  necessary  for  a  Kjeldahl  determination,  he  often  makes  use 
of  this  method;  hence  it  will  be  given  in  detail. 

Kjeldahl's  method  consists  in  transforming  air  the  nitrogen  of  the 
•organic  subsbances  into  ammonia  by  heating  with  a  sufficiently  concentrated 
sulphuric  acid.  The  ammonia  is  distilled  ofE  after  supersaturating  with 
alkali,  and  the  ammonia  collected  in  standard  sulphuric  acid.  The  follow- 
ing reagents  are  necessary. 

1.  Sulphuric  Acid.  Either  a  mixture  of  equal  volumes  pure  concen- 
trated and  fuming  sulphuric  acid  or  else  a  solntion  of  300  grms.  phosphoric 
anhydride  in  1  litre  pure  concentrated  sulphuric  acid.  %.  Caustic  soda  free 
from  nitrates,  30-40^  solntion.  The  quantity  of  this  caustic-soda  solution 
necessary  to  neutralize  10  c.c.  of  the  acid  mixture  niust  be  determined. 
3.  Metallic  mercury  or  pure  jbWow  mercuric  oxide.  (The  additioti  of  this 
facilitates  the  destruction  of  the  organic  substances.)     4,  A. potassium-sul- 

'  See  Tollens  and  his  pupils,  Ber.  d.  deutsoh.  chem.  Gesellsch.,  Bd.  39,  8.  3751 ; 
Goldschmidt,  ibid.,  Bd.  39,  and  Chem.  Centralbl.,  1897,  Bd.  1,  S.  33 ;  Thorns,  iMd.,  Bd. 
3,  8.  144  and  787. 

•  Zeltschr.  f.  physiol.  Chem.,  Bd.  33. 
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phide  solation  of  4^,  whose  object  is  to  decompose  any  mercuric  amid 
combiaation  which  might  not  evolve  its  ammonia  completely  on  distillation 
with  caasbic  soda.    ■  5.  ^  normal  snlphnric  acid  and  -J-  normal  caustic  potash. 

In  performing  the  determination  5  c.c.  of  the  carefully  measured  filtered 
urine  is  placed  in  a  long-necked  Kjbldahl  flask,  a  drop  of  mercury  or 
about  0.3  grm.  mercuric  oxide  added,  and  then  treated  with  10-15  c.c.  of 
the  strong  sulphuric  acid.  The  contents  are  heated  very  carefully,  placing 
the  flask  at  an  angle,  until  it  just  begins  to  boil  gently,  and  continue  this 
for  about  half  an  hour  or  until  the  mixture  is  colorless.  On  cooling  the 
contents  are  transferred  to  a  voluminous  distilling  flask,  carefully  washing 
the  Kjeldahl  flask  with  water,  and  the  greater  part  of  the  acid  is  neutralized 
by  caustic  soda.  A  few  zinc  shavings  are  added  to  prevent  too  rapid 
ebullition  on  distillation,  and  then  an  excess  of  caustic-soda  solution,  which 
has  previously  been  treated  with  30-40  c.c.  of  the  potassium-sulphide  solu- 
tion. The  flask  is  quickly  connected  with  the  condenser  tube  and  all  the 
ammonia  distilled  off.  In  order  to  prevent  loss  of  ammonia  it  is  best  to 
lower  the  end  of  the  exit-tube  below  the  surface  of  the  acid,  and  the 
regurgitation  of  the  acid  is  prevented  by  having  a  bulb  blown  on  the  exit- 
tube.  Not  less  than  25-30  c.c.  of  the  standard  acid  is  used  for  every 
5  c.c.  of  urine,  and  on  completion  of  the  distillation  the  acid  is  retitrated 
with  \  normal  caustic  soda,  using  rosolic  acid,  tincture  of  cochineal,  or 
lacmoid  as  indicator.  Bach  cubic  centimetre  of  the  acid  corresponds  to 
2.8  milligrammes  nitrogen.  As  a  control  and  in  order  to  see  the  purity  of 
the  reagents,  or  to  eliminate  any  error  caused  by  an  accidental  quantity  of 
ammonia  in  the  air,  we  always  make  a  blind  experiment  with  the  reagents. 

Libbig's  method  is  based  upon  the  fact  that  a  dilute  solution  of  mer- 
curic nitrate  under  proper  conditions  precipitates  all  the  urea,  forming  a 
compound  of  constant  composition.  As  indicator,  a  soda  solution  or  a  thin 
paste  of  sodium  bicarbpnate  is  used.  An  excess  of  mercuric  nitrate  produces 
herewith  a  yellow  or  yellowish -brown  combination,  while  the  combination 
of  urea  and  mercury  is  white.  Pfluger'  has  given  full  particulars  of  this 
method;  therefore  we  will  describe  Pflugee's  modification  of  Liebig's 
method.  '  ' 

As  phosphoric  acid  is  also  precipitated  by  the  mercuric-nitrate  solution, 
this  must  be  removed  from  the  urine  by  the  addition  of  a  baryta  solution 
before  titration.  Pflugee  also  suggested  that  the  acidity  produced  by  the 
mercury  solution  be  neutralized  during  titration  by  the  addition  of  a  soda 
solution.     The  liquids  necessary  for  the  titration  are  the  following: 

1.  Mercuric  Nitrate  Solution.  This  solution  is  calculated  for  a  2^  urea 
solution,  and  20  c.c.  of  the  first  should  correspond  to  10  c.c.  of  the  latter. 
Each  c.c.  of  tlie  mercury  solution  corresponds  to  0.01  grm.  urea.  As  a 
small  excess  of  HgO  is  necessary  in  the  urine  to  make  the  final  reaction 
(with  alkali  carbonate  or  bicarbonate)  appear,  each  c.c.  of  the  mercury 
solution  must  contain  0.0772  instead  of  0.0730  grm.  HgO.  The  mercury 
solution  contains  therefore  77.2  grms.  HgO  in  one  litre. 

The  solution  may  be  prepared  from  pure  mercury  or  mercuric  oxide  by  dissolvlDg. 
in  nitric  acid.  The  solution,  freed  as  completely  as  possible  from  an  excess  of  acid,  is 
diluted  by  the  careful  addition  of  water,  stirring  meanwhile,  until  it  has  a  specific 
gravity  of  1.10,  or  a  little  higher,  at  -|-  30°  C.     The  solution  is  standardized  with  a  2^ 

'  Pflilger,  and  Pfltiger  and  Bohland,  in  Pflilger's  Arch.,  Bdd.  31,  36,  37,  and  40. 
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solution  of  pure  uiea  which  has  been  dried  over  sulphuric  acid,  and  the  operation  con- 
ducted as  will  be  described  later.  If  the  solution  is  too  concentrated,  it  is  corrected  by 
the  careful  addition  of  the  necessary  amount  of  water,  avoiding  precipitation  of  basic 
salt,  and  titrating  again.  The  solution  is  correct  if  19.8  c.  c.  of  it,  added  at  once  to 
10  c.  c.  of  the  urea  solution  and  the  necessary  quanity  of  normal  soda  solution  (11-13 
c.  c.  or  more)  to  nearly  completely  neutralize  the  liquid,  gives  the  final  reaction  when 
exactly  20  c.  c.  of  the  mercury  solution  has  been  employed. 

2.  Baryta  Solution.  This  consists  of  1  vol.  barium-nitrate  and  3  vols, 
barium-hydrate  solution,  both  saturated  at  the  ordinary  temperature. 

3.  Normal  Soda  Solution.  This  solution  contains  53  grms.  pure  anhy- 
drous sodium  carbonate  in  1  litre  of  water.  According  to  Pplugeb  a 
solution  having  a  specific  gravity  of  1.053  is  suflQcient.  The  amount  of  this 
soda  solution  necessary  to  completely  neutralize  the  acid  set  free  during  the 
titration  is  determined  by  titrating  with  a  pure  3^  urea  solution.  To 
facilitate  operations  a  table  can  be  made  showing  the  quantity  of  soda  solu- 
tion necessary  when  from  10  to  35  c.c.  of  the  mercury  solution  is  used. 

Before  the  titration  the  following  must  be  considered.  The  chlorides  of 
the  urine  interfere  with  the  titration  in  that  a  part  of  the  mercuric  nitrate 
is  transformed  into  mercuric  chloride,  which  does  not  precipitate  the  urea. 
The  chlorides  of  the  urine  are  therefore  removed  by  a  silver-nitrate  solution', 
which  also  removes  any  bromine  or  iodine  combinations  which  may  exist  in 
the  urine.  If  the  urine  contains  proteid  in  noticeable  amounts,  it  must  be 
removed  by  coagulation  and  the  addition  of  acetic  acid,  but  care  must  be 
taken  that  the  concentration  and  the  volume  of  the  urine  are  not  changed 
during  these  operations.  If  the  urine  contains  ammonium  carbonate  in 
notable  quantities,  caused  by  alkaline  fermentation,  this  titration  method 
cannot  be  applied.  The  same  is  true  of  urine  containing  leucin,  tyrosin,  or 
medicinal  preparations  .precipitated  by  mercuric  nitrate. 

In  cases  where  the  urine  is  free  from  proteid  or  sugar  and  not  specially 
poor  in  chlorides,  the  quantity  of  urea,  and  also  the  approximate  quantity 
of  mercuric  nitrate  necessary  for  the  titration,  may  be  learned  from  the 
specific  gravity.  A  specific  gravity  of  1.010  corresponds  to  about  10  p.  m., 
a  specific  gravity  of  1.015  generally  somewhat  less  than  15  p.  m.,  and  a 
specific  gravity  of  1.015-1.020  about  15-20  p.  m.  urea.  With  a  specific 
gravity  higher  than  1.030  the  urine  generally  contains  more  than  30  p.  m. 
of  urea,  and  above  this  point  the  amount  of  urea  increases  much  more 
rapidly  than  the  specific  gravity,  so  that  with  a  specific  gravity  of  1.030  it 
contains  over  40  p.  m.  urea.  Fever-urines  with  a  specific  gravity  above 
1.030  sometimes  contain  30-40  p.  m.  urea,  or  even  more. 

Pebpaeatiow  foe  the  Titeatiok.  If  a  large  amount  of  urea  is  sus- 
pected from  a  high  specific  gravity,  the  urine  must  first  be  diluted  with  a 
carefully  measured  quantity  of  water,  so  that  the  amount  of  urea. is  reduced 
below  30  p.  m.  In  a  special  portion  of  the  same  urine  the  amount  of 
chlorides  is  determined  by  one  of  the  methods  which  will  be  given  later,  and 
the  number  of  c.c.  of  silver-nitrate  solution  necessary  is  noted.  Then  a 
larger  quantity  of  urine,  say  100  c.c,  is  mixed  with  one  half  or,  if  this  is 
not  sufiicient  to  precipitate  alt  the  sulphuric  and  phosphoric  acids,  with  an 
equal  volume  of  the  baryta  solution;  it  is  then  allowed  to  stand  a  little 
while,  and  the  precipitate  is  filtered  through  a  dried  filter.  From  the 
filtrate  containing  the  urine  diluted  with  water  a  proper  quantity,  corre- 
sponding to  about  60  C.C.  of  the  original  urjne,  is  measured,  and  exactly 
neutralized  with  nitric  acid  added  from  a  burette,  so  that  the  exact  quantitj 
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employed  is  known.  The  neatralized  mixture  of  urine  and  baryta  is  treated 
with  the  proper  quantity  of  silver-nitrate  solution  necessary  to  completely 
precipitate  the  chlorides,  which  was  ascertained  by  a  previous  determina- 
tion. The  mixture,  containing  a  known  volume  of  urine,  is  now  filtered 
through  a  dried  filter  into  a  flask,  and  from  the  filtrate  an  amount  is  meas- 
ured corresponding  to  10  c.  c.  of  the  original  urine. 

ExBCCTiON  OF  THE  TiTEATiON'.  Nearly  the  whole  quantity  of  mercuric- 
xiitrate  solution  to  be  used,  and  which  is  known  from  the  specific  gravity  of 
the  urine,  is  added  at  once,  and  immediately  afterwards  the  quantity  of 
soda  solution  necessary,  as  indicated  by  the  table.  If  the  mixture  becomes 
yellowish  in  color,  then  too  much  mercury  solution  has  been  added  and 
another  determination  must  be  made.  If  the  test  remains  white,  and  if  a 
drop  taken  out  and  placed  on  a  glass  plate  with  a  dark  background  and 
stirred  with  a  drop  of  a  thin  paste  of  sodium  bicarbonate  does  not  give  a 
yellow  color,  the  addition  of  mercury  solution  is  continued  by  adding  \  and 
then  ^  c.  c. ,  and  testing  after  each  addition  in  the  following  way :  A  drop 
of  the  mixture  is  placed  on  a  glass  plate  with  a  dark  background  beside  a 
small  drop  of  the  bicarbonate  paste.  If  the  color  after  stirring  the  two 
drops  together  is  still  white  after  a  few  seconds,  then  more  mercury  solution 
must  be  added;  if,  on  the  contrary,  it  is  yellowish,  then — if  not  too  much 
mercury  solution  has  been  added  by  inattention — the  result  to  j^  c  c.  has 
been  found.  By  this  approximate  determination,  which  is  sufficient  in 
many  cases,  we  have  fixed  the  minimum  amount  of  mercury  solution  neces- 
sary to  add  to  the  quantity  of  urine  in  question,  and  we  now  proceed  to  the 
final  determination. 

A  second  qaantity  of  the  filtrate,  corresponding  to  10  c.c.  of  the  original 
urine,  is  filtered,  and  the  same  quantity  of  mercury  solution  added  at  one 
time  as  was  found  necessary  to  produce  the  final  reaction,  and  immediately 
after  the  corresponding  amount  of  soda  solution,  which  must  not  indicate 
the  end  of  the  reaction.  Then  add  the  mercury  solution  in  -^  c.c.  without 
Deutralizing  with  soda,  until  a  drop  taken  out  and  mixed  with  the  soda 
solution  gives  a  yellow  coloration.  If  this  final  reaction  is  obtained  after 
the  addition  of  0.1-0.2  c.c,  then  the  titration  may  be  considered  as  finished. 
If,'  on  the  contrary,  a  larger  quantity  is  necessary,  the  addition  of  the 
mercury  solution  must  be  continued  until  a  final  reaction  is  obtained  with 
simple  carbonate,  and  the  titration  repeated  again,  adding  the  quantity  of 
mercary  solution  used  in  the  previous  test  at  one  time,  and  also  adding  the 
corresponding  amount  of  soda  solution.  If  we  obtain  the  end  reaction  by 
tlie  addition  of  ^  c.c,  we  may  consider  the  titration  as  finished. 

If  in  each  titration  a  quantity  of  filtrate  containing  urine  and  baryta 
corresponding  to  10  c.c.  of  the  original  urine  is  used,  then  the  calculations 
are  very  simple,  since  1  c.c  of  mercuric-nitrate  solution  corresponds  to  0.01 
grm.  of  urea.  As  the  mercury  solution  is  made  for  a  2^  urea  solution,  and  as 
the  filtrate  of  urine  and  baryta  generally  contains  less  urea  (if  the  quantity 
of  urea  is  above  2^,  it  is  easy  to  avoid  any  mistake  by  dilating  the  urine  sk 
the  beginning  of  the  operation),  a  mistake  occurs  here  which  can  be 
corrected  in  the  following  way,  according  to  Pi'lugee:  To  the  measured 
volume  of  the  filtrate  from  the  urine  (the  filtrate  with  baryta  after  neutral- 
ization with  nitric  acid,  precipitation  with  silver  nitrate  and  filtration)  the 
•qaantity  of  normal  soda  solution  employed  is  added,  and  from  this  sum  the 
volume  of  mercury  solution  used  is  subtracted.     The  remainder  is  then 
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multiplied  by  0.08,  and  the  product  Bubtracted  from  the  number  of  c.c.  of 
mercury  solution  used.  For  example,  if  the  filtrate  (urine  and  baryta 
+  nitric  acid  +  silver  nitrate)  measured  25.8  c.c,  and  the  number  of  c.c. 
of  soda  solution  used  in  the  titration  13.8  c.c,  and  the  mercury  solution 
20.5  cc,  we  have  then  20.5  -  {(39.6  -  20.5)  X  0.08}  =  20.5  -  1.53  = 
18.97,  and  the  corrected  quantity  of  mercury  solution  is  therefore  18.97  c.c. 
If  the  measured  c.c.  of  the  filtrate  (in  this  case  25.8  c.c.)  corresponds  to 
10  c.c.  of  the  original  urine,  then  the  amount  of  urea  is  18.97  X  0.01  = 
0.1897  =  18.97  p.m.  urea. 

Besides  the  urea  other  nitrogenous  constituents  of  the  urine  are  precipi- 
tated by  the  mercury  solution.  In  the  titration  we  really  do  not  obtain  the 
quantity  of  urea,  but,  as  Pplugee  has  shoWn,  the  total  quantity  of  nitrogen 
in  the  urine  expressed  as  urea.  As  urea  contains  46.67  p.  c.  N,  the  total 
quantity  of  nitrogen  in  the  urine  may  be  calculated  from  the  quantity  of 
urea  found.  The  results  obtained  by  this  calculation  correspond  well, 
according  to  Pflugee,  with  the  results  found  for  the  total  nitrogen  as 
determined  by  Kjeldahl's  method. 

Among  the  methods  suggested  for  the  special  estimation  of  nrea,  that  of 
Moenbk-Sjoqvist  is  perhaps  the  most  trustworthy  and  readily  performed. 
For  this  reason  this  method  only  will  be  given  in  detail,  while  we  must  refer 
to  special  works  for  the  other  methods,  such  as  Bunsen's  method  with  its 
many  modifications  as  suggested  by  Pelugee,  Bohlakd  and  Bleibtbetj.  ' 

Moenee-Sjoqvist  Method."  According  to  this  method  the  nitrogenous 
constituents  of  the  urine,  with  the  exception  of  the  nrea  and  ammonia,  are 
first  precipitated  by  alcohol-ether  after  the  addition  of  a  solution  of  barium 
chloride  and  barium  hydrate,  and  then  the  urea  determined  in  the  concen- 
trated filtrate,  after  driving  off  the  ammonia,  by  Kjeldahl's  nitrogen 
estimation. 

The  procedure  is  as  follows:  Mix  5  c.c.  of  the  urine  in  a  fiask  with 
5  c.c.  saturated  BaCl,  solution,  in  which  5^  barium  hydrate  is  dissolved. 
Then  add  100  c.c.  of  a  mixture  of  two  parts  97^  alcohol  and  1  part  ether, 
and  allow  this  to  stand  in  the  closed  flask  overnight.  The  precipitate  is 
filtered  off  and  washed  with  alcohol-ether.  The  alcohol  and  ether  are 
removed  from  the  filtrate  by  distillation  at  about  55°  C.  (not  above  60°  C). 
When  the  liquid  is  reduced  to  about  25  c.c.  a  little  water  and  calcined 
magnesia  are  added  and  the  evaporation  continued  until  the  vapors  are  no 
longer  alkaline  in  reaction,  which  generally  is  found  before  it  is  concentrated 
to  15-10  c.c.  This  concentrated  liquid  is  transferred  into  a  proper  flask  by 
the  aid  of  a  little  water,  treated  with  a  few  drops  of  concentrated  sulphuric 
acid,  and  further  concentrated  on  the  water-bath.  Now  20  c.c.  pure  con- 
centrated sulphuric  acid  is  added  and  the  process  carried  out  according  to 
Kjeldahl. 

Knop-HCfnbb's  method'  ia  based  on  the  fact  that  urea,  by  the  action  of  sodium  hypo- 
bromite,  splits  iuto  water,  carbon  dioxide  (which  dissolves  in  the  alkali),  and  nitrogen- 
whose  volume  is  measured  (see  page  416).  This  method  is  less  accurate  than  the  pre- 
ceding ones,  and  therefore  in  scientific  work  it  is  discarded.  It  is  of  value  to  the  physi- 
cian and  for  practical  purposes,  because  of  the  ease  and  rapidity  with  which  it  may  be 

>  Pflttger's  Arch.,  Bdd.  38,  43,  and. 44. 
'  Skand.  Arch.  f.  Physiol.,  Bd.  2. 

'  Knop,  Zeitschr.  f.  analyt.  Chem.,  Bd.  9  ;  .Htifner,  Jour.  f.  prakt.  Chem.  (N.  P.), 
Bd.  3.     See  also  Huppert-Neubauer,  10.  Aufl.,  S.  304,  etc. 
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performed,  even  though  it  may  not  give  very  accurate  results.  For  practical  purposes 
a  series  of  different  apparatus  have  been  constructed  to  facilitate  the  use  of  this  method. 
Among  these  Esbach's  ureometer  deserves  to  be  especially  mentioned,  and  also  BOht- 
liiNGK's '  apparatus. 

For  the  quantitative  estimation  of  nrea  in  blood  or  other  animal  fluids, 
as  well  as  ia  the  tissues,  Schondoeff  has  proposed  a  method  where  the 
proteids  and  extractives  are  first  precipitated  by  a  mixture  of  phospho- 
tungstic  acid  and  hydrochloric  acid,  and  then  the  filtrate  made  alkaline 
with  lime.  The  quantities  of  ammonia  formed  on  heating  a  part  of  this 
filtrate  to  150°  C.  with  phosphoric  acid,  and  the  quantity  of  carbon  dioxide 
produced  by  heating  the  other  part  to  150°  C.  are  determined.  In  regard 
to  the  principles  of  this  method,  as  well  as  to  the  details,  we  refer  to  the 
original  article  (Pelugek's  Arch.,  Bd,  63). 

Carbamio  Acid,  HjN.COOH.  This  acid  is  not  known  in  the  free  state,  but  only  as 
salts.  Aniraonium  carbamate  is  produced  by  the  action  of  dry  ammonia  on  dry  carbon 
dioxide.  Carbamic  acid  is  also  produced  by  the  action  of  potassium  permanganate  on 
proteid  and  several  other  nitrogenous  organic  bodies. 

We  have  already  spoken  of  the  occurrence  of  carbamic  acid  in  human  and  animal 
urines  in  connection  with  the  formation  of  urea.  The  calcium  salt,  which  is  soluble  in 
water  and  ammonia  but  insoluble  in  alcohol,  is  most  important  in  the  detection  of  this 
acid.  The  sohilion  of  the  calcium  salt  in  water  becomes  cloudy  on  standing,  but  much 
quicker  on  boiling,  and  calcium  carbonate  separates.  NoLl'''  has  recently  made  investi- 
gations on  the  foimiition  and  detection  of  carbamic  acid. 

Carbamic  add  etUylester  (urethan),  as  shown  by  Jaffb,'  may  pass,  by  the  mutual 
action  of  alcohol  and  urea,  into  the  alcoholic  extract  of  the  urine  when  working  with 
large  quantities  of  urine. 

Creatinin,  CJl,!?,©,  or  NH  :  CXT  „,p-p|- ,  ^„  >  is  generally  considered 

as  the  anhydride  of  creatin  (see  page  339)  found  in  the  muscles.     It  occurs 

in  human  urine  and  in  that  of  certain  mammalia.     It  has  also  been  found 

in  ox-blood,  milk,  though  in  very  small  amounts,  and  in  the  flesh  of  certain 

fishes. 

Johnson's  statement  that  the  creatinin  of  the  urine  is  different  from  that  produced  by 
the  action  of  acids  on  creatin  is  incorrect  according  to  Toppblitjs  and  Pommbrehne, 
WoBUNBR  and  Thblen.* 

The  quantity  of  creatinin  in  human  urine  is,  in  a  grown  man  voiding  a 
normal  quantity  of  urine  in  the  course  of  a  day,  0.6-1.3  grms.  (Nettbauee), 
or  on  an  average  1  grm.  Johk"SON  '  found  1.7-3.1  grms.  per  day. 
The  quantity  is  dependent  on  the  food,  and  decreases  in  starvation.  Suck- 
lings do  nob  generally  eliminate  any  creatinin,  and  it  only  appears  in  the 
urine  when  the  milk  is  replaced  by  other  food.  The  quantity  of  creatinin 
in  urine  varies  as  a  rule  with  the  quantity  of  nrea,  although  it  is  increased 
more  by  meat  (because  the  meat  contains  creatin)  than  by  proteid.    Geocco 

'  In  regard  to  the  various  modifications  of  Knop-Hiifner's  method  see  Simon,  Clinical 
Diagnosis,  2d  ed. ;  also  Behtlingk,  Arch.  exp.  de  St.  Petersbourg,  Tome  6. 

'  Zeitschr.  f.  physiol.  Ohem.,  Bd.  23. 

UW(?.,  Bd.  14. 

*  S.  Johnson,  Proceed.  "Roy.  Soc.,  Vols.  43,  43  ;  Chem.  News,  Vol.  55 ;  Toppelius  and 
Pommerehne,  Arch.  f.  Pharm.,  Bd.  234  ;,  Woerner,  Du  Bois-Reymond's  Arch.,  1898. 

"  Huppert-Neubauer,  Harnanalvse,  10.  Aufl.,  S.  387. 
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and  MoiTESSiEK  claim  that  the  elimination  of  creatinin  is  increased  by 
musonlar  activity,  bat  according  to  Oddi  and  Taeulli  '  this  is  only  true 
for  excessive  activity.  The  behavior  of  creatinin  in  disease  is  little  knovrn. 
By  increased  metabolism  the  amount  is  increased,  while  by  decreased 
exchange  of  material,  as  in  anaemia  and  cachexia,  it  is  diminished. 

Creatinin  crystallizes  in  colorless,  shining  monoclinic  prisms  which  differ 
from  creatin  crystals  in  not  becoming  white  with  loss  of  water  when  heated 
to  100°  C.  It  dissolves  in  11  parts  cold  water,  but  more  easily  in  warm 
water.  It  is  difficultly  soluble  in  cold  alcohol,  but  the  statements  in  regard 
to  its  solubilities  differ  widely.'  It  is  more  soluble  in  warm  alcohol.  It 
is  nearly  insoluble  in  ether.  In  alkaline  solution  creatinin  is  converted 
into  creatin  very  easily  on  warming. 

Creatinin  gives  an  easily  soluble  crystalline  combination  with  hydro- 
chloric acid.  A  solution  of  creatinin  acidified  with  mineral  acids  gives 
■crystalline  precipitates  with  phospho-tungstic  or  phospho-molybdic  acids 
even  in  very  dilute  solutions  (1  :  10,000)  (Kern-ek,  Hofmbistee').  It  is 
precipitated,  like  urea,  by  mercuric-nitrate  solution  and  also  by  mercuric 
chloride.  On  treating  a  dilute  creatinin  solution  with  sodium  acetate  and 
then  with  mercuric  chloride  a  precipitate  of  glassy  globules  having  the 
composition  4(C,II,N,O.HCl.HgO)3HgCl,  separates  on  standing  some  time 
{JoHiiTSON).  Among  the  compounds  of  creatinin,  that  with  zinc  chloride, 
■creatinin  zinc-chloride,  (C,II,N,0),ZnCl„  is  of  special  interest.  This  com- 
bination is  obtained  when  a  sufficiently  concentrated  solution  of  creatinin  in 
alcohol  is  treated  with  a  concentrated,  faintly  acid  solution  of  zinc  chloride. 
Free  mineral  acids  dissolve  the  combination,  hence  they  must  not  be  present; 
this,  however,  may  be  prevented,  when  they  are  present,  by  an  addition  of 
sodium  acetate.  In  the  impure  state,  as  ordinarily  obtained  from  urine, 
creatinin  zinc  chloride  forms  a  sandy,  yellowish  powder  which  under  the 
microscope  appears  as  fine  needles  forming  concentric  groups,  mostly  com- 
plete rosettes  or  yellow  balls  or  tufts,  or  grouped  as  brushes.  On  slowly 
crystallizing  or  when  very  pure,  more  sharply  defined  prismatic  crystals  are 
obtained.     This  combination  is  sparingly  soluble  in  water. 

Creatinin  acts  as  a  reducing  agent.  Mercuric  oxide  is  reduced  to 
metallic  mercury,  and  oxalic  acid  and  methylgnanidin  (methyl  uramin)  are 
formed.  Creatinin  also  reduces  copper  hydroxide  in  alkaline  solution, 
forming  a  colorless  soluble  combination,  and  only  after  continuous  boiling 
with  an  excess  of  copper  salt  is  free  suboxide  of  copper  formed.  Creatinin 
interferes  with  Teommee's  test  for  sugar,  partly  because  it  has  a  reducing 

'  Grocco,  see  Maly's  Jahresber.,  Bd.  16  ;  Moitessler,  ibid.,  Bd.  21 ;  Oddi  and  Tarulli. 
ibid.,  Bd.  34. 

'  See  Huppert-Neubauer,  10.  Aufl. ,  and  Hoppe-Seyler's  Handbuch,  6.  Aufl. 

»  Kerner,  Pflllger's  Arch.,  Bd.  2  ;  llofmeister,  Zeltschr.  f.  playsiol.  Chem.,  Bd.  5. 
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action  and  partly  by  retaining  the  copper  suboxide  in  solution.  The  com- 
bination with  copper  suboxide  is  not  soluble  in  a  saturated-soda  solution, 
and  if  a  little  creatinin  is  dissolved  in  a  cold,  saturated-soda  solution  and 
then  a  few  drops  of  Feeling's  reagent  added,  a  white  flocculent  combina- 
tion separates  after  heating  to  50-60°  0.  and  then  cooling  (t.  Maschkb's  ' 
reaction).  An  alkaline  bismuth  solution  (see  Sugar  Tests)  is  not  reduced 
by  creatinin. 

If  we  add  a  few  drops  of  a  freshly  prepared  verydilute  sodium  nitro- 
pmsside  (sp.-  gr.  1.003)  to  a  dilute  creatinin  solution  (or  to  the  urine)  and 
then  a  few  drops  of  caustic  soda,  a  ruby-red  liquid  is  obtained  which  quickly 
turns  yellow  again  ("Wetl's"  reaction).  If  the  cooled  yellow  solution  i& 
neutralized,  and  treated  with  an  excess  of  acetic  acid  a  crystalline  precipi- 
tate of  a  nitroso  compound  (C^H^IirjO,)  of  creatinin  separates  on  stirring 
(Kramm').  If,  on  the  contrary,  the  yellow  solution  is  treated  with  an 
excess  of  acetic  acid  and  heated,  the  solution  becomes  first  green  and  then 
blue  (Salkowski  *) ;  finally  a  precipitate  of  Prussian  blue  is  obtained.  If  a. 
solution  of  creatinin  in  water  (or  urine)  is  treated  with  a  watery  solution  of 
picric  acid  and  a  few  drops  of  a  dilute  caustic-soda  solution,  a  red  coloration 
lasting  several  hours  occurs  immediately  at  the  ordinary  temperature,  and 
which  turns  yeUow  on  the  addition  of  acid  (Jaffe's' reaction).  Acetone 
gives  a  more  reddish-yellow  color.  Grape-sugar  gives  with  this  reagent  a 
red  coloration  only  after  heating. 

In  preparing  creatinin  from  urine  the  creatinin  zinc  chloride  is  first 
prepared  according  to  Nbubauer's'  method.  One  litre  or  more  of  uriue 
is  treated  with  milk  of  lime  until  alkaline  and  then  CaClj  solution  until  all 
the  phosphoric  acid  is  precipitated.  The  filtrate  is  evaporated  to  a  syrup 
after  faintly  acidifying  with  acetic  acid  and  this  treated  while  still  warm 
with  97^  alcohol  (about  300  c.c.  for  each  litre  of  urine).  After  about  12 
hours  it  is  filtered  and  the  filtrate  treated  first  with  a  little  sodium  acetate 
and  then  with  an  acid-free  zinc-chloride  solution  of  a  specific  gravity  of 
1.20  (about  200  c.c.  for  .each  litre  of  urine).  After  thorough  stirring 
it  is  allowed  to  stand  48  hours,  the  precipitate  collected  on  a  filter  and 
washed  with  alcohol.  The  creatinin  zinc  chloride  is  dissolved  in  hot  water, 
boiled  with  lead  oxide,  filtered,  the  filtrate  decolorized  by  animal  charcoal, 
evaporated  to  dryness  and  the  residue  extracted  with  strong  alcohol  (which 
leaves  the  creatin  undissolved).  The  alcoholic  extract  is  evaporated  to  the 
point  of  crystallization,  and  the  crystals  purified  by  recrystallization  from 
Water. 

Creatinin  may  also  be    prepared  from  urine    by  precipitating  with 

'  Zeitschr.  f.  analyt.  Cbem.,  Bd.  17. 

'  Ber.d.  deutsch.  chem.  Qesellsch.,  Bd.  11. 

»  Centralbl.  f.  d.  med.  Wissensch.,  1897. 

*  Zeitschr.  f.  physiol.  Chem.,  Bd.  4,  S.  133. 

s  Ibid.,  Bd.  10. 

«  Ann.  d.  Chem.  u.  Pharm.,  Bd.  119. 
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mercnric-chloride    solation  according  to   either  Maly's   or  Johnson's 
process. 

The  quantitative  estimation  of  creatinin  may  be  performed  according  to 
Neubauee's  method  for  the  preparation  of  creatinin,  or  more  simply  by 
Salkowski's  "  modification  of  this  method.  240  c.c.  of  the  urine  freed  from 
proteid  (by  boiling  with  acid)  and  from  sugar  (by  fermentation  with  yeast) 
are  alkalized  with  milk  of  lime,  and  precipitated  by  CaCl,  and  filled  up  to 
300  c.c.  250  c.c.  (=  200  c.c.  iirine)  are  measured  off,  neutralized  or  made 
only  faintly  acid  with  acetic  acid  and  evaporated  to  about  20  c.c,  then 
thoroughly  stirred  with  an  equal  volume  of  absolute  alcohol,  and  then  com- 
pletely transferred  to  a  100-c.c.  flask  which  contains  some  alcohol,  the 
residue  in  the  dish  being  washed  with  alcohol.  On  thorough  shaking  and 
cooling  the  flask  is  filled  to  the  100-c.c.  mark  with  absolute  alcohol  and 
allowed  to  stand  24  hours.  80  c.c.  (=  160  c.c.  urine)  of  the  filtrate  are 
collected  in  a  beaker-glass  and  treated  with  0.5-1  c.c.  zinc-chloride  solution, 
and  the  covered  beaker  is  left  standing  in  a  cool  place  for  two  or  three  days. 
The  precipitate  is  collected  on  a  small  dried  and  weighed  filter,  using  the 
filtrate  to  wash  the  crystals  from  the  beaker.  After  allowing  the  crystals  to 
completely  drain  ofE,  they  are  washed  with  a  little  alcohol  until  the  filtrate 
gives  np  reaction  for  chlorine,  and  dried  at  100°  0.  100  parts  creatinin 
zinc-chloride  contain  62.44  parts  creatinin.  As  the  precipitate  is  never 
quite  pure,  the  quantity  of  zinc  must  be  carefully  determined,  in  exact 
experiments,  by  evaporating  with  nitric  acid,  heating,  washing  the  oxide  of 
zinc  with  water  (to  remove  any  NaCI),  drying,  heating,  and  weighing. 
22.4  parts  zinc  oxide  correspond  to  100  parts  creatinin  zinc  chloride. 

KoLisCH '  also  precipitates  with  milk  of  lime  and  CaCl, ,  filters,  makes 
the  filtrate  faintly  acid  with  acetic  acid,  evaporates  to  syrup,  and  extracts 
with  alcohol.  A  measured  volume  of  the  alcoholic  extract  is  precipitated 
with  an  alcoholic  solution  of  mercuric  chloride  containing  acetic  acid.  The 
nitrogen  is  determined  by  Kjeldahl's  method  in  the  precipitate  carefully 
washed  with  absolute  alcohol  containing  a  little  sodium  acetate  and  a  few 
drops  of  acetic  acid.  On  multiplying  the  quantity  of  nitrogen  by  2.69  we 
obtain  the  quantity  of  creatinin.  The  mercuric  chloride  solution  consists 
of  30  parts  mercuric  chloride,  1  part  sodium  acetate,  3  drops  glacial  acetic 
acid,  and  125  parts  absolute  alcohol. 

Xanthocreatinin,  CeHioN.O.  This  body,  which  was  first  prepared  from  meat  ex- 
tract by  Gadtikh,  has  been  found  by  Monaki  in  dog's  urine  after  the  injection  of 
creatinin  into  the  abdominal  cavity,  and  in  human  urine  after  several  hours  of  exhaust- 
ing marching.  According  to  Colasanti  it  occurs  to  a  relatively  greater  extent  in  lion's 
urine.  Stadthaqbn'  considers  the  xanthocreatinin  isolated  from  human  urine  after 
strenuous  muscular  activity  as  impure  creatinin. 

Xanthocreatinin  forms  thin  sulphur-yellow  plates,  similar  to  cholesterin,  which  have 
a  bitter  taste.  It  dissolves  in  cold  water  and  in  alcohol,  and  gives  a  crystalline  combi- 
nation with  hydrochloric  acid  and  a  double  compound  with  gold  and  platinum  chloride. 
It  gives  a  combination  with  zinc  chloride,  which  crystallizes  in  fine  needles.  Xantho- 
creatinin has  a  poisonous  action. 

'  Maly,  Annal,  d.  Chem.  u.  Pharm.,  Bd.  159  :  Johnson,  Proceed.  Roy.  Soc,  Vol.  43. 

»  Zeitschr.  f.  physiol.  Chem.,  Bdd.  10  and  14. 

'  Centralbl.  f.  innere  Med.,  1895. 

*  Gautier,  Bull,  de  I'acad.  de  med.  (3),  Tome  5,  .and  Bull,  de  la  Soc.  Chem.  (3),  Tome- 
48;  Monari,  Maly's  Jahresber.,  Bd.  17;  Colasanti,  Arch.  Ital.  d.  Biologic,  Tome  15,, 
Fasc.  3  ;  Stadthagen,  Zeitschr.  f.  klin.  Med.,  Bd.  15. 
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HN— CO 

_  CO   0— NH 

Uric  Acid,  Ur,    C.H.N.O,.        |       ||     IT^CO.     Uric  acid,  -whicli  is  a 

HN—  0— NH 

diureid  of  a  trioxyacrylic  acid,  is  closely  allied  to  the  nuclein  bases  (see 
Chapter  V)  and  may  be  designated  as  2,  6,  8  trioxypnrin  (E.  Fischbe). 

Uric  acid  has  been  synthetically  prepared  by  Horbaczbwski  '  in  several  ways. 
On  fusing  urea  and  glycocoU,  uric  acid  is  formed  according  to  the  formula 
SCONjH,  +  CHaNOj  =  CsHtNiOs  +  2HjO  +  SNHa ,  and  in  this  reaction  hydantoin 
and  biuret  are  formed  as  intermediate  products.  He  also  obtained  uric  acid  on  heating 
trichlor-lactic  acid,  or  still  better  trichlor-lactic  acid-amid,  "with  an  excess  of  urea.  If 
we  eliminate  from  the  reaction  the  numerous  by-products  (cyanuric  acid,  carbon 
dioxide,  etc.),  then  this  process  may  be  expressed  by  the  formula  OsClsH403N  + 
2CON,H4  =  CbH.N.03  +  H,0  +  NH4CI  +  2H01. 

E.  Fischer  and  Ach  '  have  prepared  uric  acid  from  pseudouric  acid,  which  is  richer 
in  one  molecule  of  water  than  ordinary  uric  acid,  by  heating  to  145°  C.  with  oxalic  acid. 

On  strongly  heating  uric  acid  it  decomposes  with  the  formation  of 
TJBBA,  HTDBOCTANic  ACID,  CTANUEio  ACID,  and  AMMONIA.  On  heating 
with  concentrated  hydrochloric  acid  in  sealed  tubes  to  170°  C.  it  splits  into 
GLYCOCOLL,  CARBON  DIOXIDE,  and  AMMONIA.  By  the  action  of  oxidizing 
■agents  splitting  and  oxidation  take  place,  and  either  monoureids  or  dinreids 
are  produced.  By  oxidation  with  lead  peroxide,  caebon  dioxide,  oxalic 
ACID,  UEEA,  and  allantoin,  which  last  is  glyoxyldiureid,  are  produced 
(see  below).  By  oxidation  with  nitric  acid  in  the  cold  ueba  and  a  mono- 
nreid,  the  mesoxalyl  urea,  or  alloxan,  are  obtained,  O^H^N^Oj  +  0  + 
H,0  =  C,H,N,0,  +  (ISrHJ.OO.  On  warming  with  nitric  acid,  alloxan 
yields  carbon  dioxide,  and  oxalyl  urea,  or  pababanio  acid,  CgH^N^O,.  By 
the  addition  of  water  the  parabanic  acid  passes  into  oxalueic  acid, 
■CjHjNjO, ,  traces  of  which  are  found  in  the  urine  and  which  easily  split  into 
oxalic  acid  and  urea.  In  alkaline  solution  uric  acid  may,  by  taking  up  water 
and  oxygen,  be  transformed  into  a  new  acid,  uroxanic  acid,  C^HgNjO, , 
which  may  then  be  changed  into  oxonic  acid,  C^HjIiTjO,.'' 

Uric  acid  occurs  most  abundantly  in  the  urine  of  birds  and  of  scaly 
amphibians,  in  which  animals  the  greater  part  of  the  nitrogen  of  the  urine 
appears  in  this  form.  Uric  acid  occurs  frequently  in  the  urine  of  carniv- 
orous mammalia,  but  is  sometimes  absent;  in  urine  of  herbirora  it  is 
habitually  present,  though  only  as  traces;  in  human  urine  it  occurs  in 
greater  but  still  small  and  variable  amounts.  Traces  of  uric  acid  are  also 
found  in  several  organs  and  tissues,  as  in  the  spleen,  lungs,  heart,  pancreas, 
liver  (especially  in  birds),  and  in  the  brain.  It  habitually  occurs  in  the 
blood  of  birds  (Meissnee).     Traces  have  been  found  in  human  blood  under 

'  Monatshefte  f.  Chem.,  Bdd.  6  and  8.  See  also  Behrend  and  Eoosen,  Ber.  d.  deutsch. 
<:hem.  Gesellsch.,  Bd.,31,  S.  999.       . 

'  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  28. 

»  See  Sundwik,  Zeitschr.  f.  physiol.  Chem.,  Bd.  20. 
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normal  conditioiis  (Abeles).  Under  pathological  conditions  it  occurs  to 
an  increased  extent  in  the  blood  in  pneumonia  and  nephritis  (t.  Jaksch  ' 
and  others),  but  also  in  leucaemia  and  arthritis.  Uric  acid  also  occurs  in 
large  quantities  in  "chalk-stones,"  certain  urinary  calculi,  and  in  guano. 
It  has  also  been  detected  in  the  urine  of  insects  and  certain  snails,  as  also 
in  the  wings  (which  it  colors  white)  of  certain  butterflies  (Hopkins  '). 

The  amount  of  uric  acid  eliminated  with  human  urine  is  subject  to 
considerable  individual  variation,  but  amounts  on  an  average  to  0.7  grm. 
per  day  on  a  mixed  diet.  The  ratio  of  uric  acid  to  urea  varies  consider- 
ably with  a  mixed  diet,  but  is  on  an  average  1  :  50-1  :  70.  In  new-born 
infants  and  in  the  first  days  of  life  the  elimination  of  uric  acid  is 
increased  (Makes),  and  the  relation  between  uric  acid  and  urea  is 
about  1  :  13-14.  SjoQVIST  '  found  the  relationship  in  new-born  infants  to 
be  1  :  6.43-17.1. 

In  regard  to  the  action  of  food  we  know  from  the  observations  of 
Ranke,  Mares,  and  others  that  the  elimination  of  uric  acid  is  diminished 
in  starvation,  and  that  it  quickly  increases  on  partaking  food,  especially 
proteid  food.  Makes  found  the  minimum  about  13  hours  after  the  last 
meal,  and  a  strong  increase  about  3-5  hours  after  meat  diet.  This  increase 
after  a  meal  rich  in  proteid  Horbaczewski  explains  by  the  digestion 
leucocytosis  (see  below)  which  habitually  appears.  It  is  quite  generally 
accepted  that  the  quantity  of  uric  acid  eliminated  with  vegetable  food  is 
smaller  than  with  a  meat  diet,  in  which  case  the  quantity  may  rise  to 
3  grms.  or  over  per  day.* 

The  statements  in  regard  to  the  influence  of  other  circumstances,  as  also 
of  difEcTent  bodies,  on  the  elimination  of  uric  acid  are  rather  contradictory. 
This  is  in  part  due  to  the  fact  that  the  older  investigators  used  an  inaccurate 
method  (Heintz's  method),  and  also  that  the  extent  of  uric-acid  elimina- 
tion  is   dependent  in  the  first  place  upon  the  individuality.     Thus   the 

'  Meissuer,  Zeitschr.  f.  rat.  Med.  (3),  Bd.  31,  cited  from  Hoppe-Seyler's  Physiol. 
Chem.,  S.  432;  Abeles,  Wien.  med.  Jahrbilcher,  1887,  cited  from  Maly's  Jahresber., 
Bd.  17;  V.  Jaksch,  Ueber  die  klin.  Bedeutung  des  Vorkommens  der  Harnsaure,  etc. 
(Prager  Festschrift,  Berlin,  1890,  8.  79)  ;  also  Zeitschr.  f.  Heilkunde,  Bd.  11,  and  Cen- 
tralbl.  f.  innere.  Med.,  1896.     See  also  Klemperer,  Deutsch.  med.  Woehenschr.,  1895. 

»  Philos.,  Trans.  Roy.  Soc,  Vol.  186,  p.  661. 

*  A  very  good  tabular  summary  of  the  variation  in  the  elimination  of  uric  acid,  and 
the  ratio  of  total  nitrogen  to  uric-acid  nitrogen,  is  found  in  v.  Noorden's  Lehrbuch  der 
Tathologie  des  StofEwechsels,  1893,  S.  54 ;  see  also  Mares  Centralbl.  f.  d.  med.  Wis- 
sensch.  1888  ;  SjOqvist,  Nord.  med.  Arkiv.  1894. 

*  J.  Ranke,  Beobachtungen  und  Versuche  liber  die  Ausscheidung  der  Harnsaure,  etc. 
(Mjlnehen,  1858);  Mares,  1.  c;  HorbaczeWski,  Wien.  Sitzungsber.,  Bd.  100,  Abth.  3, 
1891.  In  regard  to  the  action  of  various  diets  the  reader  is  referred  to  the  above-cited 
authors,  and  especially  to  A.  Hermann,  Arch.  f.  klin.  Med.,  Bd.  43,  and  Camerer,  Zeit- 
rschr.  f.  Biologie,  Bd.  33. 
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statements  in  regard  to  the  action  of  drinking-water'  and  of  alkalies"  are 
very  contradictory.  Certain  medicines,  such  as  quinin  and  atropin, 
diminish,  while  others,  snch  as  pilocarpin  and  also,  as  it  seems,  salicylic 
acid,'  increase,  the  elimination  of  uric  acid.  According  to  Hoebaczewski  * 
and  his  pupils  the  first  cause  a  diminution  of  the  number  of  leucocytes  in 
the  blood,  while  the  last  cause  an  increase  in  the  number. 

Little  is  known  with  positiveness  in  regard  to  the  elimination  of  uric 
acid  in  disease.  In  acute,  critical  diseases  the  elimination  of  uric  acid  is 
increased  after  the  crisis;  while  the  older  statements  that  the  uric  acid  is 
habitually  increased  in  fevers  has  been  contradicted  by  many.'  The  state- 
ments in  regard  to  the  elimination  of  urea  in  gout '  and  nephritis '  are  also 
uncertain  and  contradictory.  In .  leucsemia  the  elimination  is  increased 
absolutely  as  well  as  relatively  to  the  urea  (Kankb,  Saikowski,  Fleischer 
and  Pentzoldt,  Stadthagen,  Sticker,  Bohland  and  Schuez,*  and 
others),  and  the  relationship  between  the  uric  acid  and  urea  (total  nitrogen 
recalculated  as  urea)  may  be  even  1  :  9,  while  under  normal  conditions,, 
according  to  different  investigators,  it  is  1  :  40  to  66  to  100. 

Formation  of  Uric  Acid  in  the  Organism.  The  formation  of  uric  acid 
in  birds  is  increased  by  the  administration  of  ammonia-salts  (v.  Schroder). 
Urea  acts  in  the  same  way  (Meter  and  Jaffe),  while  in  the  organism  of 
mammalia  uric  acid  is  more  or  less  completely  converted  into  urea,  as  shown 
by  WoHLER  and  Prerichs  '  on  dogs.  Minkowski  observed  in  geese  with 
extirpated  livers  a  very  significant  decrease  in  the  elimination  of  uric  acid,, 
while  the  elimination  of  ammonia  was  increased  to  a  corresponding  degree. 
This  indicates  a  participation  of  ammonia  in  the  formation  of  uric  acid  in 
the  organism  of  birds ;  and  as  Minkowski  has  also  found  after  the  extirpa- 


'  See  SchSndorfE,  Pflilger's  Arch.,  Bd.  46,  which  contains  the  pertinent  literature. 
'  See  Clar,   Centralbl.  f.  d.  med.  Wissensch.,  1888  ;  Haig,  Journ.  of  Physiol.,  Vol. 
8 ;  and  A.  Hermann,  Arch.  f.  klin.  Med.,  Bd.  43. 

'  See  Bohland,  cited  from  Maly's  Jahresber.,  Bd.  26. 

*  "Wien.  Sitzungsber.,  Bd.  100. 

»  See  V.  Noorden,  Lehrbuch,  S.  311  and  213  ;  Kilhnau,  Zeitschr.  f.  klin.  Med.,  Bd. 
28  ;  Dunin  and  Nowaczek,  ibid.,  Bd.  32. 

*  See  Laquer,  "  Uber  die  Ausscheidungaverhaltuisse  der  AUoxurkOrper,"  Wiesbaden, 
1896 ;  E.  PfeifEer,  Berlin  klin.  Wochenschr.,  1896  ;  Magnus-Levy,  ibid. ;  Malfatti„ 
Wien.  klin.  Wochenschr.,  1896  ;  His,  Wien.  med.  Blatter,  1896. 

■■  See  V.  Jaksch,  Zeitschr.  f.  Heilkunde,  Bd.  11,  and  Centialbl.  f.  innere  Med.,  1896  ;: 
Kolisch  and  Dostal,  Wien.  klin.  Wochenschr.,  1895  ;  Geza  Fodor,  Maly's  Jahresber., 
Bd.  25;  Zuelzer,  Berlin,  klin.  Wochenschr.,  1896. 

'  Ranke,  see  Schmidt's  ^ahrb.,  1859  ;  Saikowski,  Virchow's  Arch. ,  Bd.  50 ;  Fleischer 
and  Pentzoldt,  Arch.  f.  klin.  Med.,  Bd.  26;  Stadthagen,  Virchow's  Arch.,  Bd.  109; 
Sticker,  Zeitschr.  f.  klin.  Med.,  Bd.  14;  Bohland  and  Schurz,  Pflilger's  Arch.,  Bd.  47. 

'  V.  Schroder,  Zeitschr.  f.  physiol.  Chem.,  Bd.  2;  Meyer  and  Jaffe,  Ber.  d.  deutsch. 
chem.  Gesellsch.,  Bd.  10;  W5hler  and  Frerichs,  Anna!,  d.  Chem.  u.  Pharm.,  Bd.  65. 


FORMATION  OF  URIC  ACID.  429 

tioa  of  the  liver  that  considerable  amounts  of  lactic  acid  occur  in  the  urine, 
it  is  probable  that  the  uric  acid  ia  birds  is  produced  in  the  liver,  perhaps 
from  lactic  acid  and  ammonia  by  synthesis.  Amido-aoids — leucin,  glyco- 
coll,  and  aspartic  acid — increase  the  elimination  of  uric  acid  in  birds 
(v.  Kkieeiem),  but  whether  the  amido-acids  are  first  decomposed  with  the 
splitting  off  of  ammonia  is  still  unknown.  V.  Maoh  '  has  shown  that  a 
small  part  of  the  uric  acid  in  birds  originates  from  hypoxanthin,  and  a 
similar  origin  for  the  uric  acid  of  mammalia  is  also  very  probable  (Min- 
kowski). Independently  of  Cohk,  Minkowski  "  has  observed  a  consider- 
able increase  in  the  allantoin  of  the  urine  in  dogs  after  feeding  with  thymus. 
Salkowski'  has  made  similar  observations  on  dogs  after  feeding  with 
pancreas. 

We  have  no  foundation  for  the  assumption  that  uric  acid  is  formed  from 
ammonium  salts  in  the  human  and  the  mammalian  liver.  On  the  contrary, 
the  formation  of  uric  acid  seems  to  stand  in  a  certain  relationship  to  the 
nucleus  nncleins.  Hoebaczewski  '  has  prepared  uric  acid  from  tissues  rich 
in  nuclein,  such  as  the  spleen-pulp,  and  from  spleen  nuclein  by  slight  putre- 
faction, subsequent  oxidation  with  blood,  and  then  cleavage  by  boiling.  If, 
the  oxidation  was  neglected,  he  obtained  an  equivalent  quantity  of  xanthin 
bodies.  The  nuclein  prepared  from  the  spleen-pulp  when  introduced  into 
the  animal  body  causes  an  increase  in  the  elimination  of  uric  acid,  and, 
according  to  the  experience  of  many  investigators, 'feeding  with  the  thymus, 
which  is  very  rich  in  nncleins,  has  the  same  action.  According  to  Hoe- 
baczewski the  uric  acid  is  not  formed  from  the  alloxuric  bases  as  in- 
termediary steps,  but  all  alloxuric  bodies  are  derived  from  the  nucleins — 
the  uric  acid  when  cleavage  precedes  an  oxidation,  and  the  alloxuric  bases 
with  cleavage  without  oxidation. 

The  recent  very  important  researches  of  Minkowski  *  have  further 
shown  that  a  synthetical  formation  of  nric  acid  from  ammonium  compounds 
in  dogs  is  very  improbable.  He  also  shows  that  when  allantoin  is  adminis- 
tered to  dogs  the  greater  part  appears  unchanged  in  the  urine,  while  in  man 
hardly  one  fifth  could  be  regained.  After  feeding  dogs  with  nncleins  the 
quantity  of  allantoin  as  well  as  the  quantity  of  uric  acid  must  be  consid- 

'  Minkowski,   Arch.   f.   exp.   Path.  u.  Pharm.,  Bd.  21  ;  v.  Kuieriem,  Zeitschr.  f. 
Biologie,  Bd.  13 ;  v.  Mach,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  24. 
'  Centralbl.  f.  innere  Med.,  1898. 

*  Centralbl.  f.  d.  med.  Wissensch.,  1898. 
■•■Wieti.  SitzuBgsber.,  Bd.  100. 

*  See  Weinliaud,  Berlin,  klin.  Wochenschr.,  1895,  and  Du  Bois-Reymond's  Arch., 
1895;  Uraber,  Zeitschr.  f.  kiln.  Med.,  Bd.  29;  P.  Mayer,  Deutsch.  med.  "Wochenschr., 
1896 ;  Jerome,  Journ.  of  Physiol.,  Vol.  22  ;  Heisa  and  Schmoll,  Arch,  f .  exp.  Path.  u. 
Pharm.,  Bd,  37. 

»  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  41. 
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ered.  Although  the  thymus  nncleins  considerably  increase  the  quantity  of 
allantoin  and  uric  acid,  the  nuclein  bases,  with  the  exception  of  hypo- 
xanthin,  splib  off  from  these  nncleins  are  inactive.  Salmon  nucleic  acid 
also  causes  an  increased  elimination  of  uric  acid,  but  the  adenin  split  off 
therefrom  or  prepared  synthetically  does  not  have  this  action.  The  organic 
combinations  of  the  nuclein  bases  in  the  nncleins  seem  to  be  essential  for 
the  occurrence  of  allantoin  and  uric  acid  in  the  urine.  Hypoxanthin  taken 
per  OS  is  transformed  into  uric  acid  in  human  beings,  and  into  uric  acid  and 
allantoin  in  dogs.  Adenin,  ■which  in  dogs  does  not  cause  an  increased  elimi- 
nation of  uric  acid  and  allantoin,  has  a  poisonous  action  and  leads  to  the 
abundant  deposition  in  the  kidneys  of  spheroliths,  which  contain  uric  acid. 
A  deposition  of  uric  acid  in  the  kidneys  may  occur  independently  of  the 
extent  of  uric-acid  elimination  by  the  urine. 

The  following  observations  of  Hopkins  and  Hope  '  can  hardly  be  recon- 
ciled with  Minkowski's  investigations.  Apart  from  certain  other  obser- 
vations, which  do  not  speak  for  the  ordinary  view  as  to  the  formation  of  uric 
acid  from  the  nncleins  of  the  food,  they  find  that  on  digesting  thymus 
glands  with  gastric  juice,  the  neutralized  extract,  which  contains  only 
traces  of  nuclein  or  nuclein  bases,  has  a  strong  augmentative  action  on  the 
elimination  of  uric  acid,  while  the  remaining  nncleins  themselves  have  only 
a  slight  action. 

The  increased  elimination  of  uric  acid  after  the  introduction  of  nucleins 
into  the  animal  body  does  not  depend,  according  to  Hoebaczewski,  directly 
upon  a  decomposition  of  nncleins.  According  to  him  it  may  be  due 
indirectly  to  the  lencocytosis  produced  by  the  naclein.  According  to 
Hoebaczewski  the  uric  acid  originates  chiefly  from  the  nuclein  of  the 
destroyed  leucocytes,  and  the  greater  the  number  of  leucocytes  in  the  blood 
the  greater  is  the  destruction  of  the  same,  and  hence  the  elimination  of  uric 
acid  is  correspondingly  increased.  Observations  on  the  elimination  of  uric 
acid  stand  in  close  accord  with  this  theory.  Thus,  for  example,  leuc^mia,. 
in  which  the  elimination  of  uric  acid  is  greatly  increased,  is  characterized 
by  an  abnormally  great  number  of  leucocytes  in  the  blood.  Those  medica- 
ments which  increase  the  number  of  leucocytes  also  increase  in  general  the 
elimination  of  uric  acid." 

HoEBACZEWSKi's  view  that  the  uric  acid  is  a  product  of  the  destruction 
of  the  leucocytes  is  generally  accepted.  According  to  Maebs  no  positive 
proof  has  been  given  for  this.  It  has  not  been  proved  that  each  increase  in 
the  number  of  leucocytes  causes  an  increase  in  the  uric  acid  eliminated,  and 
in  fact  this  has  not  been  always  found  after  feeding  with  nuclein." 

'  JouiD.  of  Physiol.,  Vol.  33. 

'  For  explanation  as  to  the  differing  behavior  of  antifebrin  and  antipyrin  see  Horbae- 
zewski,  1.  c. 

'Mares,  Wien.  Sitzungsber.,  Bd.  101,  Abth.  3,  and  "Zur  Theorie  der  HarnsSure- 
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We  cannot  say  anything  positive  in  regard  to  the  organ  or  organs  in 
which  uric  acid  is  formed. 

After  the  extirpation  of  the  kidneys  of  snakes  (Zaleski)  and  birds- 
(v.  Schroder')  an  accnmnlation  of  uric  acid  in  the  blood  and  tissues  has 
been  observed.  This  showsthat  the  kidneys  of  these  animals  are  not  the 
only  organ  prodacing  uric  acid,  and  any  direct  proof  of  the  formation  of 
this  acid  in  the  kidneys  has  not  up  to  the  present  time  been  demonstrated. 
A  direct  relationship  between  the  spleen  and  the  formation  of  uric  acid 
in  man,  has  been  sought  by  several  investigators.  According  to  the  in-^ 
vestigations  of  Hohbaczbwski  this  relationship  seems  to  be  of  an  indirect 
kind,  as  it  probably  stands  in  close  connection  with  the  importance  of  the 
spleen  to  the  formation  of  the  leucocytes.  If  uric  acid  is  derived  in  man 
and  mammals,  as  generally  admitted,  chiefly  from  nnclein,  then  we  must- 
look  for  its  formation  where  a  destruction  of  tissues  containing  nuclein 
takes  place,  even  though,  according  to  Horbaczewski,  it  originates  in  the 
first  place  in  the  destruction  of  the  leucocytes.  We  have  no  positive  basis 
for  the  statement  that  uric  acid  is  formed  in  the  liver  of  man  and  mammals, 
while,  on  the  contrary,  the  formation  of  uric  acid  in  the  liver  of  birds  is 
shown  to  be  highly  probable  by  the  researches  of  Minkowski. 

According  to  the  investigations  of  Frerichs  and  Wohler  the  uric  acid 
introduced  into  a  mammal  organism  is  converted  in  great  part  into  urea,, 
and  according  to  Wiener  glycocoU  in  rabbits  appears  as  an  intermediate- 
step  in  the  destruction  of  uric  acid.  As  the  liver,  according  to  Salaskin 
and  LoEWi  (see  page  412)  can  produce  urea  or  closely  allied  substances. 
from  glycocoll,  it  is  quite  possible  that  the  liver  is  an  organ  in  which  uric 
acid  is  destroyed  with  the  formation  of  urea — an  assumption  which  coincides 
with  the  observations  of  Chassevant  and  Eichet  "  and  of  AscoLi. 

Properties  and  Reactions  of  Uric  Acid.  Pure  uric  acid  is  a  white, 
odorless,  and  tasteless  powder  consisting  of  very  small  rhombic  prisms  or 
plittes.  Impure  uric  acid  is  easily  obtained  as  somewhat  larger,  colored 
crystals. 

In  quick  crystallization,  small,  thin,  four-sided,  apparently  colorless, 
rhombic  prisms  are  formed,  which  can  be  seen  only  by  the  aid  of  the  micro- 
scope, and  these  sometimes  appear  as  spools  because  of  the  rounding  of  their 
obtuse  angles.     The  plates  are  sometimes  six-sided,  irregularly  developed; 

bildung  im  Saugetblerorganismus."  Prag,  1893.  See  alao  Milroy  and  Malcolm,  Journ 
of  Physiol.,  Vol.  23;  Gumlich,  Zeitschr.  f.  physiol.  Chem.,  Bd.  18,  and  Stadthagen, 
Virchow's  Arch.,  Bd.  109. 

'  Zaleski,  "  Unteisuchungen  ilber  den  uramiscbeu  Prozess  "  (Tubingen,  1865),  cited 
from  Hermann's  Hundbuch,  Bd.  5,  Thl.  1  ;  v.  SchrOder,  Du  Bois-Reymond'3  Arch., 
1880,  Suppl.  Bd.,  and  Ludwig's  Festschrift,  1887. 

'  Wiener,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  40  ;  Chassevant  and  Kichet,  Compt. 
rend.  soc.  biol.,  Tome  49  ;  Ascoli,  PflUger's  Arch.,  Bd.  78. 
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in  other  cases  they  are  rectangular  with  partly  straight  and  partly  jagged 
sides ;  and  in  others  cases  they  show  still  more  irregular  forms,  the  so-called 
dumh-bells,  etc.  In  slow  crystallization,  as  when  the  urine  deposits  a  sedi- 
ment or  when  treated  with  acid,  large,  invariably  colored  crystals  separate. 
Examined  with  the  microscope  these  crystals  appear  always  yellow  or 
yellowish  brown  in  color.  The  most  ordinary  form  is  the  whetstone  shape, 
formed  by  the  rounding  off  of  the  obtuse  angles  of  the  rhombic  plate.  The 
"whetstones  are  generally  connected  together,  two  or  more  crossing  each 
other.  Besides  these  forms,  rosettes  of  prismatic  crystals,  irregular  crosses, 
brown-colored  rough  masses  of  destroyed  needles  and  prisms  occur,  as  well 
as  other  forms. 

Uric  acid  is  insoluble  in  alcohol  and  ether ;  it  is  rather  easily  soluble  in 
boiling  glycerin,  very  difficultly  soluble  in  cold  water  (14,000-16,000  parts), 
and  difficultly  soluble  in  boiling  water  (in  1800-1900  parts).  In  water  at 
40°  C.  it  dissolves  in  the  proportion  of  1  :  3400  (Smalb).  Hydrochloric 
acid  dissolves  it  somewhat  better  than  water.  It  is  soluble  in  a  warm  solu- 
tion of  sodium  diphosphate,  and  in  the  presence  of  an  excess  of  uric  acid 
monophosphate  and  acid  urate  are  produced.  According  to  the  ordinary 
view,  sodium  diphosphate  is  also  a  solvent  for  the  uric  acid  in  the  urine, 
but  according  to  Smalb  the  monophosphate  has  only  a  s^ght  solvent 
action.  According  to  Eudel'  urea  is  an  important  solvent.  1000  c.c.  of 
a  2^  urea  solution  can  hold  on  an  average  0.529  grm.  uric  acid  in  solution, 
and  as  the  daily  quantity  of  urine  is  1500-2000  c.c,  and  this  contains  2^ 
nrea,  it  is  possible  for  the  urea  alone  to  hold  nearly  all  of  the  uric  acid 
eliminated  in  solution.  Uric  acid  is  not  only  dissolved  by  alkalies  and 
alkali  carbonates,  but  also  by  several  organic  bases,  such  as  ethylamin  and 
propylamin,  piperidin  and  piperazin.  Uric  acid  dissolves  without  decom- 
posing in  concentrated  sulphuric  acid.  It  is  completely  precipitated  from 
the  urine  by  picric  acid  (Jafb.e  ').  Uric  acid  gives  a  chocolate-brown 
precipitate  with  phospho-tungstic  acid  in  the  presence  of  hydrochloric  add. 

Uric  acid  is  dibasic  and  correspondingly  forms  two  series  of  salts, 
neutral  and  acid.  According  to  Bbnce  Jostes  '  hyperacid  salts,  QUAD- 
EiUEATES,  with  the  general  formula  C^H^MNjO^.C^H^NjO, ,  occur. 

Of  the  alkali  urates  the  neutral  potassium  and  lithium  salts  dissolve 
most  easily,  and  the  ammonium  salt  dissolves  with  difficulty.  The  acid- 
alkali  urates  are  very  insoluble,  and  separate  as  a  sediment  {sedimentum 
lateritium)  from  concentrated  urine  on  cooling.  The  salts  with  alkaline 
earths  are  very  insoluble. 

If  a  little  uric  acid  in  substance  is  treated  on  a  porcelain  dish  with  a 

'  Smale,  Centralbl.  f.  Physiol.,  Bd.  9  ;  Rildel,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  30. 
'  Zeitschr.  f.  physiol.  Chem.,  Bd.  10. 
'  Journ.  Chem.  Soc,  1862,  Vol.  15,  p.  8. 
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few  drops  of  nitric  acid,  the  uric  acid  dissolves  on  warming  with  a  strong 
development  of  gas,  and  after  thoroughly  drying  on  the  water-bath  a 
beantiful  red  residue  is  obtained,  which  turns  a  purple-red  (ammonium 
pnrpurate  or  murexide)  on  the  addition  of  a  little  ammonia.  If,  instead  of 
the  ammonia,  we  add  a  little  caustic  soda  (after  cooling),  the  color  becomes 
deeper  blue  or  bluish  violet.  This  color  disappears  quickly  on  warming, 
differing  from  certain  xanthin  bodies.  This  reaction  is  called  the  murexide 
test. 

If  uric  acid  is  converted  into  alloxan  by  the  caref  al  action  of  nitric  acid 
and  the  excess  of  acid  carefully  expelled  on  treating  this  with  a  few  drops 
of  concentrated  sulphuric  acid  and  commercial  benzol  (containing  thiophen), 
a  beautiful  blue  coloration  is  obtained  (Deniges'  '  reaction). 

Uric  acid  does  not  reduce  an  alkaline  solution  of  bismuth,  while,  on  the 
contrary,  it  reduces  an  alkaline  copper-hydroxide  solution.  In  the  presence 
of  only  a  little  copper  salt  we  obtain  a  white  precipitate  consisting  of  copper 
urate.  In  the  presence  of  more  copper  salt  red  suboxide  separates.  The 
combination  of  uric  acid  with  copper  suboxide  is  formed  when  Copper  salts 
are  reduced  in  alkaline  solution  in  the  presence  of  urate  by  glucose  or 
bisulphite. 

If  a  solution  of  uric  acid  in  water  containing  alkali  carbonate  is  treated 
with  magnesium  mixture  and  then  a  silver-nitrate  solution  added,  a  gelatin- 
ous precipitate  of  silver-magnesium  urate  is  formed.  If  a  drop  of  uric  acid 
dissolved  in  sodium  carbonate  is  placed  on  a  piece  of  filter-paper  which  has 
been  previously  treated  with  silver-nitrate  solution,  a  reduction  of  silver 
oxide  occurs  producing  a  brownish-black  or,  in  the  presence  of  only  0.003 
milligramme  uric  acid,  a  yellow  spot  (Schiff's  test). 

Preparation  of  Uric  Acid  from  Urine.  Filtered  normal  urine  is  treated 
■with  30-30  c.c.  of  35^  hydrochloric  acid  for  each  litre  of  urine.  After 
forty.-eight  hours  collect  the  crystals  and  purify  them  by  redissolving  in 
dilute  alkali,  decolorizing  with  animal  charcoal  and  reprecipitating  with 
hydrochloric  acid.  Large  quantities  of  uric  acid  are  easily  obtained  from 
the  excrements  of  serpents  by  boiling  them  with  dilute  caustic  potash  (5^) 
until  no  more  ammonia  is  developed.  A  current  of  carbon  dioxide  is  passed 
through  the  filtrate  until  it  barely  has  an  alkaline  reaction;  dissolve  the 
separated  and  washed  acid  potassium  urate  in  caustic  potash,  and  precipitate 
the  uric  acid  by  addition  of  an  excess  of  hydrochloric  acid  to  the  filtrate. 

Quantitative  Estimation  of  Uric  Acid  in  the  Urine.  As  the  older 
method  as  suggested  by  Heintz,  even  ^fter  recent  modifications,  gives 
inaccurate  results,  we  will  not  give  it  in  detail. 

Salkowski  and  Ludwig's'  method  consists  in  precipitating  by  silver 

'  Journal  de  Pharm.  et  de  Chlm.,  Tome  18.  Cited  from  Maly's  Jabresber.,  Bd.  18, 
S.  34. 

'  Salkowski,  Virchow's  Arch.,  Bd.  53,  PflUger's  Arch.,  Bd.  5,  and  Practicum  der 
pfaysiol.  u.  pathol.  Chem.,  Berlin,  1893  ;  Ludwig,  Wien.  med.  Jahrbuch,  1881,  and  Zei'- 
schr.  f.  anal.  Chem.,  Bd.  34. 
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nitrate  the  uric  acid  from  the  urine  previously  treated  with  magnesia 
mixtare,  and  weighing  the  uric  acid  obtained  from  the  silver  precipitate. 
Uric-acid  determinations  by  this  method  are  often  performed  according  to 
the  suggestion  of  E.  LupwiG,  which  requires  the  following  solations: 

1.  An  AMMONiACAL  SILVER-NITRATE  SOLUTION,  whlcli  coDtiiins  in  One  litre  26  grms. 
silver  nitrate  and  a  quantity  of  ammonia  sufficient  to  completely  redisaolve  the  precipi- 
tate produced  by  the  first  addition  of  ammonia.  3.  Magnesia  mixture.  Dissolve 
100  grms.  crystallized  magnesium  chloride  in  water  and  add  enough  ammonia  so  that 
the  liquid  smells  strongly  of  it,  and  enough  ammonium  chloride  to  dissolve  the  precipi- 
tate and  dilute  to  1  litre.  3.  Sodium-sulphide  solution.  Dissolve  10  grms.  caustic 
soda  which  is  free  from  nitric  acid  and  nitrous  acid  in  1  litre  of  water.  One  half  of 
this  solution  is  completely  saturated  with  sulphuretted  hydrogen  and  then  mixed  with 
the  other  half. 

The  concentration  of  the  three  solutions  is  so  arranged  that  10  c.c.  of 
each  is  sufficient  for  100  c.c.  of  the  urine.. 

100-200  CO.,  according  to  concentration,  of  the  filtered  urine  freed 
from  proteid  (by  boiling  after  the  addition  of  a  few  drops  of  acetic, acid)  is 
poured  into  a  beaker.  In  another  vessel  mix  10-20  c.c.  of  the  silver  solu- 
tion with  10-20  c.c.  of  the  magnesia  mixture  and  add  ammonia,  and  when 
necessary  also  some  ammonium  chloride,  until  the  mixture  is  clear.  This 
solution  is  added  to  the  urine  while  stirring,  and  the  mixture  allowed  to 
stand  quietly  for  half  an  hour.  The  precipitate  is  collected  on  a  filter, 
washed  with  ammoniacal  water,  and  then  returned  to  the  same  beaker  by 
the  aid  of  a  glass  rod  and  a  wash-bottle,  without  destroying  the  filter. 
Now  heat  to  boiling  10-20  c.c.  of  the  alkali-sulphide  solution,  which  has 
previously  been  diluted  with  an  equal  volume  of  water,  and  allow  this  solu- 
tion to  flow  through  the  above  filter  into  the  beaker  containing  the  sliver 
precipitate,  wash  with  boiling  water,  and  warm  the  contents  of  the  beaker 
on  a  water-bath  for  a  time,  stirring  constantly.  After  cooling  filter  into  a 
porcelain  dish,  wash  with  boiling  water,  acidify  the  filtrate  with  hydro- 
chloric acid,  evaporate  to  about  16  c.c,  add  a  few  drops  more  of  hydro- 
chloric acid,  and  allow  it  to  stand  for  24  hours.  The  uric  acid  which  has 
crystallized  is  collected  on  a  small  weighed  filter,  washed  with  water, 
alcohol,  ether,  and  carbon  disulphide,  dried  at  100-110°  0.  and  weighed. 
For  each  10  c.c.  of  watery  filtrate  we  must  add  0.00048  grm.  uric  acid  to 
the  quantity  found  directly.  Instead  of  the  weighed  filter-paper  a  glass 
tube  filled  with  glass-wool  as  described  in  other  handbooks  may  be  substi- 
tuted (Ludwig).  Too  intense  or  continuous  heating  with  the  alkali  sulphide 
must  be  prevented,  otherwise  a  part  of  the  uric  acid  may  be  decomposed. 

Salkowski  differs  from  this  procedure  by  precipitating  the  urine  first 
with  a  magnesia  mixture  (50  c.c.  to  200  c.c.  urine),  filling  up  to  300  c.c. 
and  filtering.  Tlie  filtrate,  200  c.c,  is  precipitated  by  10-15  c.c.  of  a  3^ 
silver-nitrate  solution.  The  silver  precipitate  is  shaken  with  200-300  c.c 
water  acidified  with  a  few  drops  of  hydrochloric  acid,  decomposed  by  sul- 
phuretted hydrogen,  heated  to  boiling,  the  silver-sulphide  precipitate  boiled 
with  fresh  water,  filtered,  concentrated  to  a  few  cubic  centimetres,  treated 
with  5-8  drops  of  hydrochloric  acid,  and  allowed  to  stand  until  the  next  day. 

Hopkins's  -  method  is  baaed  on  the  fact  that  the  uric  acid  is  completely 
precipitated  from  the  urine  as  ammonium  urate  on  saturating  with  am- 
monium chloride.     The  urine  is  saturated  with  ammonium  chloride   (for 

'  Journ.  of  Path,  and  Bacteriol.,  1893,  and  Proceed.  Eoy.  Soc,  Vol.  53. 
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each  100  c.c.  urine  add  30  grms.  ammonium  chloride),  and  filtered  after  two 
hours.  "Wash  with  a  saturated  solution  of  ammonium  chloride,  and  transfer 
the  precipitate  from  filter  to  a  small  beaker  by  means  of  boiling  water,  and 
decompose  it  with  hydrochloric  acid  and  heat.  The  uric  acid  which 
separates  is  weighed  by  the  Ludwig-Salkowski  method,  and  for  every  15 
c.c.  of  mother-liquor  add  1  milligramme  to  the  weighed  uric  acid.  The 
nrio  acid  in  the  ammonium  urate  may  also  be  determined  by  titration  with 
potassium  permanganate,  but  the  contents  of  the  filter  must  first  be  washed 
free  from  chlorine  by  washing  with  a  saturated  solution  of  ammonium 
sulphate.  The  precipitate  is  washed  ofE  from  the  filter  into  a  fiask  with  hot 
water  (300  c.c),  and  allowed  to  cool  to  30°  C,  and  then  treated  with  15  c.c. 
concentrated  sulphuric  acid  (sp.  gr.  1.84).     The   mixture  attains  a  tem- 

perature  of  60-03°   C,  and  if  we  titrate  at  this  temperature  with  a  -^ 

potassium  permanganate  solution  each  cubic  centimetre  of  the  permanganate 
solution  corresponds,  according  to  Folik,  to  exactly  3.75  milligrammes  uric 
acid.  Hopkins  obtained  also  3.75,  while  Rittek,'  on  the  contrary,  obtained 
3.61  milligrammes  uric  acid.  Hopkins's  method  is  claimed  to  give  as  exact 
results  as  the  Salkowski-Ludwig  method.  According  to  Folin  it  is  not 
necessary  to  saturate  the  urine  with  ammonium  salt,  but  this  is  denied  by 
others,  and  he  has  essentially  shortened  the  method  by  precipitating  with  a 
10^  ammonium  sulphate  solution. 

In  regard  to  the  various  modifications  of  the  above-described  methods, 
as  well  as  to  the  numerous  other  methods  for  estimating  uric  acid, 
we  must  refer  to  special  works  on  the  subject,  and  especially  to  Httppeet- 
Neubauee.' 

Xanthin  Bodies  (Alloxuric  Bases).  The  alloxuric  bases  (purin  bases) 
found  in  human  urine  are  xanthin,  guanin,  TiypoxantMn,  adenin,  para- 
xanthiti,  heterozanthin,  episarlcin,  epiguanm,  l-methylxanthin,  and  carnin. 
The  occurrence  of  guanin  and  carnin  (Pouchbt)  is,  according  to  Keuger 
and  Salohon,'  not  positively  shown.  The  quantity  of  these  bodies  in  the 
urine  is  extremely  small  and  variable  in  different  individuals.  Flatow 
and  Reitzenstein  *  found  15.6-45.1  milligrammes  in  urine  voided  during 
twenty-four  hours.  The  quantity  of  alloxuric  bases  in  the  urine  is  increased 
regularly  after  feeding  with  nucleus  nucleins  and  after  free  destruction  of 
leucocytes.  The  quantity  is  especially  increased  in  lencsmia.  We  have  a 
number  of  observations  on  the  elimination  of  these  bodies  in  different  dis- 
eases, but  they  are  hardly  trustworthy,  on  account  of  the  inaccuracy  of  the 
methods  used  in  the  determinations.  It  must  also  be  remarked  that  the  three 
alloxuric  bases,  heteroxanthin,  paraxanthin,  and  1-methylxanthin,  which 


1  Folia,  Zeitschr.  f.  physiol.  Chem.,  Bd.  24;  Ritter,  ibid.,  Bd.  21. 

2  Ham-Analyse  lO.'Aufl.,  1898. 

2  Zeitschr.  f.  physiol.  Chem.,  Bd.  24  ;  Pouchet,  "  Contributions  S,  la  connaissance  des 
matiferes  extractives  de  I'urine."  ThSse  Paris,  1880.  Cited  from  Huppert-Neubauer, 
S.  333  and  335. 

*  Deutsch.  med.  Wochenschr.,  1897. 


436  URINE. 

form  the  chief  mass  of  the  alloxnric  bases  of  the  nriue,  are  derived,  accord- 
ing to  the  investigations  of  Albanbsb,  Bohdzynski  and  Gottlieb, 
E.  TiscHEE,  M.  Krugek  and  G.  Salomoit,'  from  the  theobromin,  caffein, 
and  theophyllin  bodies  occurring  in  oar  food.  As  the  four  real  nuclein 
bases  and  carnin  have  been  treated  of  in  Chapters  V  and  XI,  it  only  remains 
to  describe  the  special  nrinary  xanthin  bodies. 

Heteroxanthin,  OeHeNiOa  — ■  7-monomethylxanthin,  was  first  detected  in  the  urine 
by  Salomon."  It  is  identical  with  the  monomethylxanthin  which  passes  into  the  urine 
after  feeding  with  theobromin  or  caffein. 

Heteroxiinthin  crystallizes  in  sliining  needles  and  dissolves  with  difficulty  in  cold  water 
(1593  parts  at  18°  C).  It  is  readily  soluble  in  ammonia  and  alkalies  The  crystalline 
sodium  salt  is  insoluble  in  strong  caustic  alkali  (33^)  and  dissolves  with  difficulty  in  water. 
The  chloride  crystallizes  beautifully,  is  relatively  insoluble,  and  is  readily  decomposed  into 
the  free  base  and  hydrochloric  acid  by  water.  Heteroxanthin  is  precipitated  by  copper 
sulphate  and  bisulphite,  mercuric  chloride,  basic  lead  acetate  and  ammonia,  and  by  silver 
nttrate.  The  silver  compound  dissolves  rather  easily  in  dilute,  warm  nitric  acid  ;  it 
crystallizes  in  small  rhombic  plates  or  prisms,  often  grown  together,  forming  charac- 
teristic crosses.  Heteroxanthin  does  not  give  the  xanthin  reaction,  but  does  give 
Wbidbl's  reaction  according  to  Fischbk  (see  Chapter  V). 

l-Methylxanthin,  C6H«]Sr403,  was  first  isolated  from  the  urine  and  studied  by  KRiioBK, 
and  then  by  Kroger  and  Salomon,'  It  is  difficultly  soluble  in  cold  water,  but  readily 
soluble  in  ammonia  and  caustic  soda,  and  does  not  give  an  insoluble  sodium  combination. 
It  is  readily  soluble  in  dilute  acids.  The  chloride  is  decomposed  into  base  and  hydro- 
chloric acid  by  water.  1-methylxanthiu  gives  crystalline  double  salts  with  platinum  and 
gold.  It  is  not  precipitated  by  basic  lead  acetate,  and  when  pure  not  by  basic  lead 
acetate  and  ammonia.  With  ammonia  and  silver  nitrate  it  gives  a  gelatinous  precipitate. 
The  silver  nitrate  compound  crystallized  from  nitric  acid  forma  rosettes  of  united 
needles.  With  the  xanthin  test  with  nitric  acid  it  gives  an  orange  coloration  on  the 
addition  of  caustic  soda.  It  gives  Weidkl's  reaction  (according  to  Fischer)  beautifully. 

Paraxanthin,  CiH8N40a  =  1.7-dimethylxanthin,  urotheobromin  (Thddichum),  was 
first  isolated  from  the  urine  by  Thudichum  and  Salomon.*  It  crystallizes  beautifully 
in  six-sided  plates  or  in  needles.  The  sodium  combination  crystallizes  in  rectangular 
plates  or  prisms  and,  like  the  heteroxanthin  sodium  compound,  is  insoluble  in  38!?  caustic- 
soda  solution.  The  sodium  compound  separates  in  a  crystalline  state  on  neutralizing  its 
solution  in  water.  The  chloride  is  readily  soluble  and  is  not  decomposed  by  water. 
The  chloroplatinate  crystallizes  very  beautifully.  '  Mercuric  chloride  precipitates  only 
when  added  to  excess  and  after  a  long  time.  The  silver  nitrate  combination  separates 
as  white  silky  crystals  from  hot  nitric  acid  on  cooling.  It  gives  Wkidel'b  reaction,  but 
but  not  the  xanthin  test,  with  nitric  acid  and  alkali. 

Episarkin  is  the  name  given  by  Balkb  to  a  new  xanthin  base  occurring  in  human 
urine.  The  same  body  has  been  observed  by  Salomon  '  in  pigs'  and  dogs'  urine,  as  well 
as  in  urine  in  leucsemia.  Balke  gives  CiHsNsO  as  the  probable  formula  for  episarkin. 
It  is  nearly  insoluble  in  cold  water,  dissolves  with  difficulty  in  hot  water,  but  may  be 
obtained  therefrom  as  long  fine  needles.  Episarkin  does  not  give  the  xanthin  reaction 
with  nitric  acid  nor  Weidbl's  reaction.  With  hydrochloric  acid  and  potassium  chlorate 
it  gives  a  white  residue  which  turns  violet  with  ammonia.  It  does  not  form  any  insol- 
uble sodium  compound.     The  silver  combination  is  difficultly  soluble  in  nitric  acid. 

'  Albanese,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  35 ;  Bondzynski  and  Gottlieb,  ibid., 
Bd.  36,  andBer.  d.  deutsch.  chem.  Gesellsch,,  Bd.  38;  E.  Fischer,  ibid.,  Bd.  30,  S. 
3405 ;  Kruger  and  Salomon,  Zeitschr.  f.  physiol.  Chem.,  Bd.  26. 

*  Du  Bois-Reymond's  Arch. ,  1885;  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  18;  Zeit- 
schr. f.  physiol.  Chem.,  Bd.  11. 

'Eruger,  Du  Bois-Reymond's  Arch.,  1894;  Kruger  and  Salomon,  Zeitschr.  f. 
physiol.  Chem.,  Bd.  34. 

*  Thudichum,  "  Grundzuge  d.  anal.  med.  klin.  Chemie' (Berlin,  1886);  Salomon, 
Du  Bois-Reymond's  Arch.,  1883,  andBer.  d.  dentsch.  chem.  (lesellsch.,  Bdd.  16  and  18. 

'  Balke,  "  Zur  Kenntniss  der  XanthinkOrper  "  (luaug.-Diss. ,  Leipzig,  1893) ;  Salomon, 
Zeitschr.  f.  physiol.  Chem.,  Bd.  18. 
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Epiguanln,  CaHvNiO,  =  7-methylguanin  (KkCgke  and  Salomon)  was  first  prepared 
from  the  urine  by  Kruger.'  It  is  crystalline  and  difficultly  soluble  in  hot  water  or 
ammonia.  It  crystallizes  from  a  hot  S3%  caustic-soda  solution  on  cooling  into  broad 
shining  crystals.  It  dissolves  readily  in  hydrochloric  or  sulphuric  acid.  It  gives  a 
characteristic  chloroplatinate  crystallizing  in  six-sided  prisrns.  It  is  precipitated  neither 
by  basic  lead,  acetate  nor  by  basic  lead  acetate  and  ammonia.  Silver  nitrate  and  am- 
monia give  a  gelatinous  precipitate.  It  gives  the  xanthin  tedt  with  nitric  acid  and  alkali. 
According  to  Fischer  it  acts  like  episarkin  with  Weidbl's  test. 

In  preparing  xanthin  bodies  from  the  urine,  it  is  supersaturated  with  ammonia  and 
precipitated  by  a  silver-nitrate  solution.  The  precipitate  is  then  decomposed  with  sul- 
phuretted hydrogen.  The  boiling-hot  filtrate  is  evaporated  to  dryness  and  the  dried 
residue  treated  with  3%  sulphuric  acid.  The  xanthin  bodies  are  dissolved,  while  the 
uric  acid  remains  undissolved.  This  filtrate  is  saturated  with  ammonia  and  precipitated 
by  silver-nitrate  solution.  If  instead  of  precipitating  with  silver  solution  we  desire  to 
precipitate,  according  to  Kbtjger  and  Wclpp,'  with  copper  suboxide,  we  heat  the  urine 
to  boiling  and  immediately  add,  successively,  100  c.c.  of  a  50%  sodium-bisulphite 
solution  and  100  c.c.  of  a  12%  copper-sulphate  solution  for  every  litre  of  urine.  The 
thoroughly  washed  precipitate  is  decomposed  with  hydrochloric  acid  and  sulphuretted 
hydrogen.  The  uric  acid  remains  in  great  part  on  the  filter.  If  you  have  a  mixture  of 
the  silver  combinations  of  the  bases  (see  above),  they  may  be  decomposed  by  hydro- 
chloric acid.  Further  details  in  regard  to  the  treatment  of  the  solution  of  the  hydro- 
chloric-acid combinations  may  be  found  in  Kruger  and  Salomon.' 

Quantitative  Estimation  of  Alloxuric  Bases  according  to  Salkowski*.* 
400  to  600  c.c.  of  the  urine  free  from  profceid  is  first  precipitated  by 
magnesia  mixture  and  then  by  a  3^  silver-nitrate  solution  as  described  on 
page  434.  The  thoroughly  washed  silver  precipitate  is  decomposed  by 
sulphuretted  hydrogen  after  being  suspended  in  600-800  c.c.  water  with 
the  addition  of  a  few  drops  of  hydrochloric  acid.  It  is  heated  to  boiling 
and  filtered  hot,  and  finally  evaporated  to  dryness  on  the  water-bath.  The 
residue  is  extracted  with  20-30  c.c.  hot  3j^  sulphuric  acid  and  allowed  to 
stand  34  hours,  the  uric  acid  filtered  off,  washed,  the  filtrate  made  am- 
moniacal,  and  the  xanthin  bodies  precipitated  again  by  silver  nitrate,  the 
precipitate  collected  on  a  small,  chlorine-free  filter,  washed  thoroughly, 
dried,  carefully  incinerated,  the  ash  dissolved  in  nitric  acid,  and  titrated 
with  ammonium  sulphocyanide  according  to  Volhaed's  method.  The 
ammonium-sulphocyanide  solution  should  contain  1.2-3.4  grms.  per  litre 
and  its  strength  be  determined  by  a  silver-nitrate  solution :  1  part  silver 
corresponds  to  0.377  grm.  nitrogen  of  alloxuric  bases  or  to  0.7381  grm. 
alloxuric  bases.  By  this  method  the  uric-acid  and  alloxuric  bases  can  be 
simultaneously  determined  in  the  same  portion  of  urine." 

Malfatti'  determines  the  nitrogen  of  the  alloxuric  bases  in  the  filtrate  from  the 
separated  uric  acid  containing  hydrochloric  acid.  This  filtrate  is  evaporated  with 
magnesia  until  all  ammonia  has  been  expelled  and  the  residue  used  for  the  Kjeldahl 
determination. 

The  nitrogen  of  the  alloxuric  bases  is  also  determined  as  the  difference  between  the 


'  Du  Bois-Beymond's  Arch.,  1894  ;  Krilger  and  Salomon,  Zeitschr.  f.  physiol.  Chem., 
Bdd.  24  and  36. 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  30. 

*  Ibid.,  26. 

*  Pfluger's  Arch.,  Bd.  69. 

'  In  regard  to  details  we  refer  the  reader  to  the  original  paper. 
',   «  Centralbl.  f,  innere  Med.,  1897. 
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uric-acid  nitrogen  and  tlie  total  nitrogen  of  the  alloxuric  bodies  of  the  silver  precipitate 
(Cambkbti,  Aknstein  ').  Salkowski  has  raised  the  objection  to  this  procediire  that  it 
is  not  possible  to  remove  all  the  ammonia  from  the  silver  precipitate  by  washing.  Ac- 
cording to  Abnstein,''  this  can  readily  be  done  by  boiling  the  precipitate  in  water 
and  some  magnesia,  and  under  these  circumstances  this  method  is  quite  serviceable. 
The  nitrogen  is  estimated  by  Kjeldahl's  method.  The  uiic-acid  nitrogen  multiplied 
by  3  gives  the  quantity  of  uric  acid.  As  the  mixture  of  alloxuric  bases  in  the  iirine  is 
not  known,  the  quantity  of  nitrogen  of  the  -alloxuric  bases  is  always  calculated  as  a 
certain  alloxuric  base,  for  example  xanthin  (Cameebh),  and  the  quantity  Bo  found  used 
as  a  measure  for  the  alloxuric  bases.  Krugbk  and  Wulff's  method  has  been  shown 
by  the  researches  of  Htjppbkt,  Salkowski,  Flatow,  and  Rbitzenstbin  '  not  to  yield 
sufficiently  accurate  results. 

Oxaluric  Acid,  CsHiNjOa  =  (CON5H3)CO.COOH.  This  acid,  whose  relation  to 
uric  acid  and  urea  has  been  spoken  of  above,  occurs  only  as  traces  in  the  urine  as 
ammonium  salts.  This  salt  is  not  directly  precipitated  by  CaCU  ami  NH3 ,  but  after 
boiling,  when  it  is  decomposed  into  urea  and  oxalate.  In  preparing  oxaluric  acid  from 
urine  the  latter  is  filtered  through  animal  charcoal.  The  oxalurate  retained  by  the 
charcoal  may  be  obtained  by  boiling  with  alcohol. 

OOOTT 
Oxalic  Acid,  O^HjO^ ,  or  ^  ,  occnrs  under  physiological  conditions 

in  very  small  amounts  in  the  urine,  about  0.03  grm.  in  34  hours  (FuE- 
beinger'').  According  to  the  generally  accepted  view  it  exists  in  the 
urine  as  calcium  oxalate,  which  is  kept  in  solution  by  the  acid  phosphates 
present.  Calcium  oxalate  is  a  frequent  constituent  of  urinary  sediments, 
and  occnrs  also  in  certain  urinary  calculi. 

The  origin  of  the  oxalic  acid  in  the  urine  is  not. well  known.  Oxalic 
acid  when  administered  is  eliminated,  at  least  in  part,  by  the  urine 
unchanged; '  and  as  many  vegetables  and  fruits,  such  as  cabbage,  spinach, 
asparagus,  sorrel,  apples,  grapes,  etc.,  contain  oxalic  acid,  it  is  possible  that 
a  part  of  the  oxalic  acid  of  the  urine  originates  directly  from  the  food. 
That  oxalic  acid  may  be  formed  in  the  animal  body  as  metabolic  products 
from  proteids  or  fats  follows  from  the  observations  of  Mills  and  Luthje,' 
who  found  in  dogs  on  an  exclnsively  meat  and  fat  diet,  as  also  in  starvation, 
that  oxalic  acid  was  eliminated  by  the  urine.  A  part  of  the  oxalic  acid 
may  also  be  due  to  a  greater  destruction  of  proteids  or,  as  found  by  Eeale 
and  BoEEi,  as  well  as  Teeeat,'  a  greater  quantity  of  oxalic  acid  eliminated 
with  diminished  oxygen  supply  and  increased  proteid  destruction.  Some 
claim  that  oxalic  acid  is  formed  by  an  incomplete  combustion  of  the  carbo- 


'  Camerer,  Zeitsehr.  f.  Biologie,  Bdd.  36  and  28  ;  Arnstein,  Zeitschr.  f.  physiol. 
Chem.,  Bd.  23. 

'  Salkowski,  1.  c;  Arnstein,  Centralbl.  f.  d.  med.  Wissensch.,  1898. 

'Kruger  and  Wulff,  Zeitschr.  f.  physiol.  Chem.,  Bd.  30;  Huppert,  ibid.,  Bd.  22; 
Salkowski,  Deutsch.  med.  Wochenschr. ,  1897  ;  Flatow  and  Reitzenstein,  ibid.-,  1897. 

*  Deutsch.  Arch.  f.  klin.  Med.,  Bd.  18.  See  also  Dunlop,  Journ.  Path,  and  Bacteriol., 
Vol.  8. 

'  In  regard  to  the  behavior  of  oxalic  acid  in  the  animal  body  see  page  476. 

«  Mills,  Virchow's  Arch.,  Bd.  99  ;  Liithje,  Zeitschr.  f.  klin.  Med.,  Bd.  35. 

■■  Eeaie  and  Boeri,  Wien.  med.  Wochenschr.,  1895;  Terray,  Pflilger's  Arch.,  Bd.  65. 
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hydrates,  but  this  is  denied  by  Luthje,  and  finally  the  oxalic  acid  of  the 
Tirine  is  considered  as  an  oxidation  product  of  uric  acid.  Lommel'  has 
found  for  three  days  with  food  free  from  oxalic  acid  and  taking  each  day 
0.671  grm.  oxalic  acid,  as  sodium  oxalate,  that  only  10.3^  of  the  acid 
was  regained  in  the  urine  and  faeces,  which  seems  to  show  that  the 
acid  is  consumed  in  the  animal  body.  When  an  increase  in  the  uric  acid 
eliminated  was  obtained  by  feeding  with  thymus,  the  elimination  of  oxalic 
acid  was  simultaneously  increased.  Lommel  has  also  found  that  gelatin 
considerably  increases  the  elimination  of  oxalic  acid. 

An  increased  elimination  of  oxalic  acid  may  occur  in  diabetes  and 
icterus.  The  question  whether  it  occurs  as  an  independent  disease  {oxa- 
luria,  oxalic-acid  diathesis)  has  not  been  positively  decided. 

The  properties  and  reactions  of  oxalic  acid  and  calcium  oxalate  are  well 
known.  Calcium  oxalate  as  a  constituent  of  urinary  sediments  will  be 
described  later. 

Detection  and  Quantitative  Estimation  of  Oxalic  Acid  in  Urine.  The 
presence  of  oxalic  acid  in  solution  in  urine  is  determined  according  to  the 
method  suggested  by  Neubauee,  who  treats  500-600  c.c.  of  the  urine  with 
CaClj  solution,  makes  alkaline  with  ammonia  and  then  faintly  acid  with 
acetic  acid.  After  34  hoars  the  precipitate  is  collected  on  a  small  filter, 
washed  with  water,  treated  with  hydrochloric  acid  (which  leaves  the  uric 
acid  undissolved  on  the  filter),  and  washed  again  with  water.  The  filtrate, 
including  the  wash-water,  is  treated  with  an  excess  of  ammonia  and  allowed 
to  stand  34  hours.  Calcium  oxalate  separates  as  quadratic  octahedra.  The 
quantitative  estimation  is  performed  after  the  same  principle.  The  oxalate 
is  converted  into  quicklime  by  heat,  and  weighed  as  such. 

AUantoinorGLYOXTLDiUEBiD,  C,H.N,0.orCO<  ^^^^  ^^  ', 

*    "    *    '  \NH.CO  ' 

occurs  in  the  urine  of  children  within  the  first  eight  days  after  birth,  and 

in  very  small  amounts  also  in  the  urine  of  adults  (Gusserow,  Zieglbr  and 

Hermastn).     It  is  found  in  rather  abundant  quantities  in  the  urine  of 

pregnant  women  (Gussebow).     AUantoin  has  also  been  found  in  the  urine 

of  sucking  calves  (Wohler)  ,  and  sometimes  in  the  urine  of  other  animals 

(Meissistee).     It  is  also  found  in  the  amnibtic  fluid  and,  as  first  shown  by 

Vauquelin  and  Lassaigne,"  in  the  allantoic  fluid  of  the  cow  (hence  the 

name).     AUantoin  is  formed,  as  above  stated,  by  the  oxidation  of  uric  acid. 

The  increased  elimination  of  allantoin  which  Salkowski  observed  in  dogs 

'  Communication  of  Fr.  Voit,  Sitzungsber.  d.  Gesellsch.  f.  Morph.  u.  Physiol,  in 
MUnchen,  1899, 

'  Ziegler  aud  Hermann,  see  Gusserow,  Arch.  f.  Gynakol,  Bd.  3— both  cited  from 
Huppert-Neubauer,  Harn- Analyse,  10.  Aufl.,  S.  377 ;  WOhler,  Annal.  d.  Chem.  u. 
Pharm.,  Bd.  70 ;  Meissner,  Zeitschr.  f.  rat.  Med.  (3),  Bd.  81;  Lassaigne,  Annal.  de  Chim. 
et  Phys.,  Tome  17. 
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after  the  administration  of  uric  acid  shows  that  the  formation  of  allantoin. 
from  uric  acid  in  the  organism  is  not  impr'obable.  Borissow  has  observed 
an  abundant  elimination  of  allantoin  in  dogs  after  poisoning  with  diamid, 
and  Th.  Cohn  has  observed  an  abundant  elimination  of  allantoin  after 
thymus  feeding.  Salkowski'  has  observed  the  same  on  feeding  with 
pancreas.     Allantoin  has  also  been  found  in  the  plant  kingdom. 

Allantoin  is  a  colorless  substance  often  crystallizing  in  prisms,  difiBcultly 
soluble  in  cold  water,  easily  soluble  in  boiling  water  and  also  in  warm 
alcohol,  but  not  soluble  in  cold  alcohol  or  ether.  It  combines  with  acids, 
forming  salts.  A  watery  allantoin  solution  gives  no  precipitate  with  silver 
nitrate  alone,  but  by  the  careful  addition  of  ammonia  a  white  flocculent 
precipitate  is  formed,  C^HjAglfjOj ,  which  is  soluble  in  an  excess  of 
ammonia  and  which  consists  after  a  certain  time  of  very  small,  transparent 
microscopic  globules.  The  dried  precipitate  contains  40.75^  silver.  A 
watery  allantoin  solution  is  precipitated  by  mercuric  nitrate.  On  continu- 
ous boiling  allantoin  reduces  Fbhling's  solution.  It  gives  Schiff's  fur- 
furol  reaction  less  rapidly  and  less  intensely  than  urea.  Allantoin  does  not 
give  the  mnrexid  test. 

Allantoin  is  most  easily  prepared  by  the  oxidation  of  uric  acid  with  lead 
peroxide.  In  preparing  allantoin  from  calves'  urine,  concentrate  the  urina 
on  the  water-bath  to  a  syrup  and  allow  it  to  stand  in  the  cold  for  several 
days.  The  crystals  which  are  separated  from  the  precipitate  by  washing- 
are  dissolved  in  boiling  water  with  the  addition  of  some  animal  charcoal,- 
and  filtered  while  hot;  tlien  acidify  the  filtrate  faintly  with  hydrochloric  acid, 
(so  as  to  keep  the  phosphates  in  solution)  and  allow  it  to  crystallize. 
Allantoin  is  detected  in  human  urine  by  the  method  first  suggested  by 
Meissnek.  It  consists  chiefly  of  the  following  points:  Precipitate  the 
urine  with  baryta-water,  filter,  remove  the  baryta  with  sulphuric  acid,  filter 
again,  precipitate  the  allantoin  with  HgOl,  in  alkaline  solution,  decompose 
the  precipitate  with  sulphuretted  hydrogen,  concentrate  strongly,  purify 
the  crystals  which  separate  by  recrystallization,  and  lastly  prepare  the  silver 
combination. 

Hippuric  Acid,  or  benzotl-amido  acetic  acid,  O^HjlSIO,  or  C„Hj.CO. 
NH.CHj.COOH.  This  acid  decomposes  into  benzoic  acid  and  glycocoll  on 
boiling  the  urine  with  mineral  acids  or  alkaliesj  and  also  by  putrefaction. 
The  reverse  of  this  occurs  if  these  two  components  are  heated  in  a  sealed 
tube  according  to  the  following  equation:  C.H.COOH  -|-  NH^.CH^.COOH 
=  C.H..OO.]SrH.OH,.COOH  -\-  B.fi.  This  acid  may  be  synthetically  pre-  ' 
pared  from  benzamid  and  monochlor-acetic  acid,  O.IIj.CO.NH,  -|-  CHjOL. 
COOH  =  CJI„.CO.NH.CH,.COQH  -\-  HCl,  and  in  various  other  ways. 

Hippuric  acid  occurs  in  large  amounts  in  the  urine  of  herbivora,  but 
only  in  small  quantities  in  that  of  carnivora.     The  quantity  of  hippuric 

'  Salkowski,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  9  ;  Borissow, Zeilsclir.  f.  physiol. 
Chem.,  Bd.  19 ;  Cohn,  ibid.,  25  ;  Salkowski,  Centralbl.  f.  d.  med.  Wisseusch.,  1898. 
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acid  eliminated  in  human  urine  on  a  mixed  diet  ia  usually  less  than  1  grm. 
per  day;  as  an  average  it  is  0.7  grm.  After  eating  freely  of  vegetables 
and  fruit,  especially  such  frait  as  plums,  the  quantity  may  be  more  than 
3  grms.  Hippuric  acid  is  also  found  in  the  perspiration,  blood,  suprarenal 
capsule  of  oxen,  and  in  ichthyosis  scales.  Nothing  is  positively  known  in 
regard  to  the  quantity  of  hippuric  acid  in  the  urine  in  disease. 

The  Formation  of  Hippuric  Acid  in  the  Organism.  Benzoic  acid  and 
also  the  substituted  benzoic  acids  are  converted  into  hippuric  acid  and  sub- 
stituted hippuric  acids  within  the  body.  Moreover,  those  bodies  are  trans- 
formed into  hippuric  acid  which  by  oxidation  (toluol,  cinnamic  acid, 
hydrocinnamic  acid)  or  by  reduction  (quinic  acid)  are  converted  into  ben- 
zoic acid.  The  question  of  the  origin  of  hippuric  acid  is  therefore  connected 
with  the  question  of  the  origin  of  bMnzoio  acid;  for  the  formation  of  the 
second  component,  glycocoU,  frof.  the  protein  substances  in  the  body  ia 
unquestionable. 

Hippuric  acid  is  found  in  the  urine  of  starving  dogs  (Salkowski),  also 
in  dog's  urine  after  a  diet  consistiug  entirely  of  meat  (Meissner  and 
Shepaed,  Salkowski,  and  others').  It  is  evident  that  the  benzoic  acid 
originates  in  these  cases  from  the  proteids,  and  it  is  generally  adniitted  that 
it  is  produced  by  the  putrefaction  of  proteids  in  the  intestine.  Among  the 
products  of  the  putrefaction  of  proteid  outside  of  the  body  Salkowski  has 
found  phenylpropionic  acid,  C,Hj.  CH,.  CH,.  COOH,  which  is  oxidized  in 
the  organism  to  benzoic  acid  and  eliminated  as  hippuric  acid  after  combin- 
ing with  glycocoll.  Phenylpropionic  acid  seems  to  be  formed  from  the 
amidophenylpropionic  acid,  which  is  derived  only  from  the  plant  proteids. 
The  supposition  that  the  phenylpropionic  acid  is  produced  from  tyrosin  by 
putrefaction  in  the  intestine  has  not  been  substantiated  by  the  researches  of 
Baumann,  Schotxen,  and  Baas."  The  importance  of  putrefaction  in  the 
intestine  in  producing  hippuric  acid  is  evident  from  the  fact  that  after 
thoroughly  disinfecting  the  intestine  of  dogs  with  calomel  the  hippuric  acid 
disappears  from  the  urine  (Baumakk  '). 

The  large  quantity  of  hippuric  acid  present  iu  the  urine  of  herbivora  is 
partly  explained  by  the  specially  active  processes  of  putrefaction  going  on 
in  the  intestine  of  herbivora,  but  is  especially  due  to  the  large  quantity  of 
substances  forming  benzoic  acid  in  the  plant-food.  According  to  Gotze 
and  Pfeifper*  the  pentoses  stand  in  close  connection  with  the  elimination 


'  Salkowski,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  11  ;  Meiasner  and  Shepard,  Un- 
tersuch.  ilber  das  Entstehen  der  Hippursaure  Im  thierischen  Organismus.  Hannover, 
1866. 

'  E.  and  H.  Salkowski,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  12;  Baumann,  Zeit- 
schr.  f.  physiol.  Chem.,  Bd.  7 ;  Schotten,  ibid.,  Bd.  8 ;  Baas,  ibid.,  Bd.  11. 

» Bid.,  Bd.  10,  8.  131. 

*  See  Mnly's  Jahresber.,  Bd.  36. 
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of  hippnric  acid  in  sheep.  There  is  hardly  any  douht  that  the  hipparic 
acid  in  human  nriue  after  a  mixed  diet,  and  especially  after  a  diet  of 
Tegetables  and  fraits,  originates  in  part  from  the  aromatic  substances  form- 
ing benzoic  acid,  namely,  qainic  acid. 

The  kidneys  may  be  considered  in  dogs  as  special  organs  for  the 
synthesis  of  "hippuric  acid  (Schmiedeberg  and  Buitge').  In  other 
animals,  as  in  rabbits,  the  formation  of  hippuric  acid  seems  to  take  place  in 
other  organs,  such  as  the  liver  and  muscles.  The  synthesis  of  hipparic  acid 
is  therefore  not  exclasively  limited  to  any  special  organ,  though  perhaps  in 
some  species  of  animals  it  may  be  more  abundant  in  one  organ  than  in 
another. 

Properties  and  reactions  of  Hippuric  Acid.  This  acid  crystallizes  in 
semi-transparent,  long,  four-sided,  milk-white,  rhombic  prisms  or  columns, 
or  in  needles  by  rapid  crystallization.  They  dissolve  in  600  parts  cold 
water,  but  more  easily  in  hot  water.  They  are  easily  soluble  in  alcohol, 
but  with  difficulty  in  ether.  They  are  more  easily  soluble  (about  13  times) 
in  acetic  ether  than  in  ethyl  ether.  Petroleum  ether  does  not  dissolve 
them. 

On  heating  hippuric  acid  it  first  melts  at  187.5°  C.  to  an  oily  liquid 
which  crystallizes  on  cooling.  By  continuing  the  heat  it  decomposes,  pro- 
ducing a  red  mass  and  a  sublimate  of  benzoic  acid,  with  the  generation, 
first,  of  a  peculiar  pleasant  odor  of  hay,  and  then  an  odor  of  hydrocyanic 
acid.  Hippuric  acid  is  easily  differentiated  from  benzoic  acid  by  this 
behavior,  also  by  its  crystalline  form  and  its  insolubility  in  petroleum  ether. 
Hipparic  acid  and  benzoic  acid  both  give  Lucke's  reaction,  namely,  they 
generate  an  intense  odor  of  hitrobenzol  when  evaporated  with  nitric  acid  to 
dryness  and  when  the  residue  is  heated  in  a  glass  tube  with  sand.  Hippnric 
acid  forms  crystallizable  salts,  in  most  cases,  with  bases.  The  combinations 
with  alkalies  and  alkaline  earths  are  soluble  in  water  and  alcohol.  The 
silver,  copper,  and  lead  salts  are  soluble  with  difficulty  in  water;  the  iron- 
oxide  salt  is  insoluble. 

Hippuric  acid  is  best  prepared  from  the  fresh  urine  of  a  horse  or  cow. 
The  urine  is  boiled  a  few  minutes  with  an  excess  of  milk  of  lime.  The 
liquid  is  filtered  while  hot,  concentrated  and  then  cooled,  and  the  hippuric 
acid  precipitated  by  the  addition  of  an  excess  of  hydrochloric  acid.  The 
.  crystals  are  pressed,  dissolved  in  milk  of  lime  by  boiling,  and  treated  as 
above;  the  hippuric  acid  is  precipitated  again  from  the  concentrated  filtrate 
by  hydrochloric  acid.  The  crystals  are  purified  by  recrystallization  and 
decolorized,  when  necessary,  by  animal  charcoal. 

The  quantitative  estimation  of  hippuric  acid  in  the  urine  may  be  per- 
formed by  the  following  method  (Bunge  and  Schmiedeberg  ") :  The  urine 

'  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  6  ;  also  Ar.  Hoffmann,  iWcf.,  Bd.  7,  and  Kochs, 
Pfliiger's  Arch.,  Bd.  20. 

"  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  6. 


ETHEREAL  SULPHUUIO  ACIDS.  443 

is  first  made  faintly  alkaline  with  soda,  evaporated  nearly  to  dryness,  and 
the  residue  thoroughly  extracted  with  strong  alcohol.  After  the  evapora- 
tiou  of  the  alcohol  dissolve  in  water,  acidify  with  sulphnric  acid,  and 
completely  extract  by  agitating  (at  least  five  times)  with  fresh  portions  of 
acetic  ether.  The  acetic  ether,  is  then  repeatedly  washed  with  water,  which 
is  removed  by  means  of  a  separatory  funnel,  then  evaporated  at  a  medium 
temperature,  and  the  dry  residue  treated  repeatedly  with  petroleum  ether, 
which  dissolves  the  benzoic  acid,  oxyacids,  fat,  and  phenol,  while  the 
hippuric  acid  remains  undissolved.  This  residue  is  now  dissolved  in  a  little 
warm  water  and  evaporated  at  50-60°  C.  to  crystallization.  The  crystals 
are  collected  on  a  small  weighed  filter.  The  mother-liquor  is  repeatedly 
shaken  with  acetic  ether.  This  last  is  removed  and  evaporated ;  the  residue  ' 
is  added  to  the  above  crystals  on  the  filter,  dried  and  weighed. 

Phonaoeturio  Acid,  C,oH„NOa  =  CHs.CHj.CO.NH.CHa.COOH.  This  acid,  which 
is  produced  in  the  animal  body  by  a  grouping  of  the  phenylacetic  acid,  C«Hs.  CHj .  COOH, 
formed  by  the  putrefaction  of  the  proteids  with  glycocoll,  baa  been  prepared  from 
horse's  urine  by  Salkowski,'  but  it  probabljr  also  occurs  in  human  urine. 

Benzoic  Acid,  CHeOa  or  CaHs.COOH,  is  found  in  rabbit's  urine  and  sometimes, 
though  in  small  amounts,  in  dog's,  urine  (Weyl  and  v.  Anrep).  According  to  Jaabb- 
TELD  and  Stokvis  and  to  Kronkckbr  it  is  also  found  in  human  urine  in  diseases  of 
the  kidneys.  The  occurrence  of  benzoic  acid  in  the  urine  seems  to  be  due  to  a  fer- 
mentative decomposition  of  hippuric  acid.  Such  a  decomposition  may  very  easily 
occur  in  an  alkaline  urine  or  one  containing  proteid  (Van  db  Veldb  and  Stokvis). 
In  certain  animals— pigs  and  dogs— the  kidneys,  according  to  Schmibdbbeeq  and 
Minkowski,'  contain  a  sper'ial  enzyme,  Schmibdebbkq's  hiatozym,  which  splits  the 
hippuric  acid  with  the  separation  of  benzoic  acid. 

Ethereal  Sulphuric  Acids.  In  the  putrefaction  of  proteids  in  the  intes- 
tine, phenols,  whose  mother-substance  is  considered  to  be  tyrosin,  and 
indol  and  skatol  are  produced.  These  phenols  directly,  and  the  two  last- 
named  bodies  after  they  have  been  oxidized  into  indoxyl  and  skatoxyl, 
pass  into  the  urine  as  ethereal  sulphuric  acids  after  uniting  with  sulphuric 
acid.  The  most  important  of  these  ethereal  acids  are  phenol-  and  cresol- 
sulpJiuric  acid — which  were  formerly  also  called  phenol-forming  substance 
— indoxyl-  and  shatoxyl-sulphuric  acid.  To  this  group  belong  also  the 
pyrocatecMn-sulphuric  acid,  which  occurs  only  in  very  small  amounts  in 
human  urine,  and  hydrocJiinon-sulphuric  acid,  which  appears  in  the  urine 
after  poisoning  with  phenol,  and  under  physiological  conditions  perhaps 
other  ethereal  acids  occur  which  have  not  been  isolated.  The  ethereal 
sulphuric  acids  of  the  urine  were  discovered  and  specially  studied  by 
Baumann.'  The  quantity  of  these  acids  in  human  urine  is  small,  while 
horse's  urine  contains  larger  quantities.  According  to  the  determinations 
of  V.  D.  Veldejt  the  quantity  of  ethereal  sulphuric  acid  in  human  urine  in 
the  34  hours  varies  between  0.094  and  0.630  grms.     The  relationship  of 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  9. 

'Weyl  and  V.  Anrep,  Zeitschr.  f.  physiol.  Chem.,  Bd.  4;  Jaarsveld  and  Stokvis, 
Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  10;  Kronecker,  ibid.,  Bd.  16  ;  Van  der  Velde  and 
Stokvis,  ibid.,  Bd.  17;  Schmiedeberg,  ibid.,  Bd.  14,  S.  379;  Minkowski,  ibid.,  Bd.  17. 

»  Pflilger's  Arch.,  Bdd.  13  and  13. 
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the  salphate-snlphnric  acid  A  to  the  conjugated  sulphuric  acid  B  in  health 
is  on  an  average  as  10  :  1.  It  undergoes  such  great  variation,  as  found  hy 
Baumakn  and  Heetee  '  and  after  them  by  many  other  investigators,  that 
it  is  hardly  possible  to  consider  the  average  figures  as  normal.  After  taking 
phenol  and  certain  other  aromatic  substances,  as  well  as  when  putrefaction 
within  the  organism  is  general,  the  elimination  of  ethereal  sulphuric  acid  is 
greatly  increased.  On  the  contrary  it  is  diminished  when  the  putrefaction 
in  the  intestiae  is  reduced  or  prevented.  For  this  reason  it  may  be  greatly 
diminished  by  carbohydrates  and  exclasive  milk  diet."  The  intestinal 
'  putrefaction  and  the  elimination  of  ethereal  sulphuric  acid  has  also  been 
diminished  in  certaia  cases  by  certain  therapeutic  agents  which  have  an 
antiseptic  action;  still  the  statements  are  not  unanimous.' 

Great  importance  has  been  given  to  the  relationship  between  the  total 
sulphuric  acid  and  the  conjugated  sulphuric  acid,  or  between  the  conjugated 
sulphuric  acid  and  the  sulphate-sulphuric  acid,  in  the  study  of  the  intensity 
of  the  putrefaction  in  the  intestine  under  difEereut  conditions.  Several 
investigators,  F.  Mullek,  Salkowski,  and  v.  Nooeden,'  consider  cor- 
rectly that  this  relationship  is  only  of  secondary  value,  and  that  it  is  more 
correct  to  consider  the  absolute  value.  It  must  be  remarked  that  the  abso- 
lute values  for  the  conjugated  sulphuric  acid  also  undergo  great  variation, 
BO  that  it  is  at  present  impossible  to  give  the  upper  or  lower  limit  for  the 
normal  value. 

Phenol-  and  p-Cr^sol-sulphnric  Acid,  C.H,.O.SO,.OH  and  C,H,.O.SO,. 
OH.  These  acids  are  found  as  alkali  salts  in  human  urine,  in  which  also' 
orthocresol  has  been  detected.  The  quantity  of  cresol-sulphuric  acid  is 
considerably  greater  than  phenol-snlphuric  acid.  In  the  quantitative  esti- 
mation the  phenols  set  free  from  the  two  ethereal  acids  are.  determined 
together  as  tribromphenol.  The  quantity  of  phenols  which  are  separated 
from  the  ethereal-sulphuric  acids  of  the  urine  amounts  to  17-51  milli- 
grammes in  the  34  hours  (Mdnk).  The  methods' for  the  quantitative  esti- 
mation used  heretofore  give,  according  to  Eumpf,  as  well  as  Kosslee  and 
Penny,'  such  inaccurate  results  that  new  determinations  are  very  desirable. 
After  a  vegetable  diet  the  quantity  of  these  ethereal-sulphuric  acids  is. 

•  V.  d.  Velden,  Virchow's  Arcb.,  Bd.  70 ;  Herter,  Zeitschr.  f.  pbysiol.  Chem.,  Bd.  1. 

^  See  Hirschler,  Zeitschr.  f.  physiol.  Chem.,  Bd.  10  ;  Biernacki,  Deutsch.  Arch.  f. 
klin.  Med.,  Bd.  49  ;  Rovighi,  Zeitschr.  f.  physiol.  Chem.,  Bd.  16  ;  Winternitz,  ibid.,  and 
Schmitz,  iSid.,  Bdd.  17  and  19. 

'  See  Baumann  and  Morax,  Zeitschr.  f.  physiol.  Chem.,  Bd.  10;  Steiff,  Zeitschr.  f. 
klin,  Med.,  Bd.  16;  Rovighi,  1.  c;  Stern,  Zeitschr.  f.  Hygiene,  Bd.  13;  and  Bartosche- 
witsch,  Zeitschr.  f.  physiol.  Chem.,  Bd.  17  ;  Mosse,  iMd.,  Bd.  33. 

« Miiller,  Zeitschr.  f.  klin.  Med.,  Bd.  12 ;  v.  Noorden,  Md.,  Bd.  17  ;  Salkowski. 
Zeitschr.  f.  physiol.  Chem.,  Bd.  12. 

s  Munk,  PflUger's  Arch.,  Bd.  12  ;  Rumpf,  Zeitschr.  f.  physiol.  Chem.,  Bd.  16 ; 
Kossler  and  Penny,  ibid.,  Bd.  17. 
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greater  than  after  a  mixed  diet.  After  taking  carbolic  acid,  which  is  in 
great  part  converted  by  synthesis  within  the  organism  into  phenol-ethereal- 
sulphuric  acid,  besides  also  pyrocatechin-  and  hydrochinon-sulphuric  acid,' 
and  also  when  the  amount  of  sulphuric  acid  is  not  sufficient  to  combine 
with  the  phenol,  forming  phenyl-glycnronic  acid,'  the  quantity  of  phenols 
and  ethereal-sulphuric  acids  in  the  urine  is  considerably  increased  at  the 
expense  of  the  sulphate-sulphuric  acid. 

An  increased  elimination  of  phenol-sulphuric  acids  occurs  in  active 
putrefaction  in  the  intestine  with  stoppage  of  the  contents  of  the  intestine, 
as  in  ileus,  diffused  peritonitis  with  atony  of  the  intestine,  or  tuberculous 
enteritis,  but  not  in  simple  obstruction.  The  elimination  is  also  increased 
"by  the  absorption  of  the  products  of  putrefaction  from  purulent  wounds  or 
abscesses.  An  increased  elimination  of  phenol  has  been  observed  in  a  few 
other  cases  of  diseased  conditions  of  the  body.' 

The  alkali  salts  of  phenol-  and  cresol-sulphuric  acids  crystallize  in  white 
plates,  similar  to  mother-of-pearl,  which  are  rather  freely  soluble  in  water. ' 
They  are  soluble  in  boiling  alcohol,  but  only  slightly  soluble  in  cold.     On 
boiling  with  dilute  mineral  acids  they  are  decomposed  into  sulphuric  acid 
and  the  corresponding  phenol. 

.  Phenol-sulphuric  acids  have  been  synthetically  prepared  by  BAUMANiir 
from  potassium  pyrosulphate  and  phenol-  or  p-cresol-potassium.  For  the 
method  of  their  preparation  from  urine,  which  is  rather  complicated,  the 
reader  is  referred  to  other  text-books.  The  quantitative  estimation  of  these 
«thereal-snlphnric  acids  is  done  by  determining  the  amount  of  phenol  which 
may  be  separated  from  the  urine  as  tribromphenol.  In  this  determination, 
when  the  urine  is  not  specially  rich  in  phenol,  about  one  fourth  of  the 
total  quantity  for  a  day  is  used;  it  is  acidified  with  concentrated  hydro- 
chloric acid — 5  c.c.  for  every  100  c.c.  of  urine — and  distilled  until  a 
portion  of  the  distillate  does  not  give  the  slightest  reaction  for  phenols  with 
MiLLOif's  reagent  or  with  bromine-water.  The  distillate  is  now  carefully 
neutralized  with  soda  solution  (which  combines  with  the  benzoic  acid,  etc.) 
and  again  distilled  until  a  portion  of  the  distillate  is  free  from  phenol,  as 
shown  by  the  above-mentioned  reagents.  This  distillate  is  treated  with 
bromine-water  until  a  permanent  yellow  color  is  produced,  and  then  allowed 
to  stand  for  about  34  hours  in  the  cold;  the  crystalline  precipitate  is  then 
collected  on  a  small  weighed  filter,  washed  with  dilute  bromine-water,  dried 
over  sulphuric  acid  without  the  use  of  a  vacuum,  and  weighed  (100  parts 
tribromphenol  correspond  to  28.4  parts  phenol).  It  is  assumed  that  the 
paracresol  is  first  converted  by  the  bromine-water  into  tribromcresol 
bromine,  and  that  this  is  then  gradually  changed  into  tribromphenol  with 
the  discharge  of  carbon  dioxide.     As  shown  by  Eumpf  this  is  not  the  case, 

'  See  Baumann,  PflUger's  Arch.,  Bdd.  13  and  13,  and  Baumann  and  Preusse,  Zeit- 
achr.  f.  physlol.  Cbem.,  Bd.  3,  S.  156. 

»  Schmiedeberg,  Arcb.  f.  exp.  Path.  u.  Pharm.,  Bd.  14. 

•  See  Q.  Hoppe-Seyler,  Zeitschr.  f.  physiol.  Chem.,  Bd.  13.  This  contains  also  all 
references  to  the  literature  on  this  subject.     Fedeli,  Moleschott's  Untersuch.,  Bd.  15. 
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but  dibromcresol  is  chiefly  formed  instead.  This  method  is  therefore  not 
available  for  this  and  other  reasons.  Among  the  other  methods  ■which  have 
been  suggested,  the  following  seems  to  be  the  most  available. 

EoasLER  and  Penny's  Method.  This  method  is  a  modification  of 
Mbssinger  and  Voetmann's  '  volumetric  process  for  estimating  phenols. 
The  principle  of  this  process  is  as  follows :  The  liquid  containing  phenol  is 

1^ 
treated  with  —  caustic  soda  until  strongly  alkaline,  warmed  on  the  water- 
bath  in  a  flask  with  a  glass  stopper,  and  then  treated  with  an  excess  of 
—  iodine  solation,  the  quantity  being  exactly  measured.     Sodium  iodide  is 

first  formed  and  then  sodium  hypoiodite,  which  latter  forms  tri-iodophenol 
with  the  phenol  according  to  the  following  equation : 

O.H^OH  +  SNalO  =  C,HJ,.OH  +  SlSTaOH. 
On  cooling  acidify  with  salphuric  acid,  and  determine  by  titration  with 

]sr 

.—  sodium  thiosnlphate  solation  the  excess  of  iodine  not  used.    This  process 

is  also  available  for  the  estimation  of  paracresol.  Bach  c.c.  of  the  iodine 
solution  used  is  equivalent  to  1.5670  grms.  phenol  or  1.8018  grms.  crssol. 
As  the  determination  does  not  give  any  idea  as  to  the  variable  proportions 
of  the  two  phenols,  the  quantity  of  iodine  used  must  be  calculated  as  one 
or  the  other  of  the  two  phenols.  Salkowski  and  Neubbeg  ''  have  shown 
that  KossLEB  and  Penny's  method  gives  too  high  results  for  the  phenols 
in  the  presence  of  glucose  because  products  are  formed  from  the  carbo- 
hydrate on  distillation  which  combine  with  the  iodine.  The  method  must 
in  these  cases  be  modified  as  Nbubebg  suggests.  In  regard  to  greater 
details,  and  especially  to  precautions,  we  must  refer  the  reader  to  the 
original  §,rticle  of  Kosslee  and  Penny  and  to  Huppbet-Netjbaube.^ 

The  methods  for  the  separate  determination  of  the  conjugated  sulphuric 
acid  and  the  sulphate-sulphuric  acid  will  be  spoken  of  later  in  connection, 
with  the  determination  of  the  sulphuric  acid  of  the  urine. 

Pyrocatechiusulpliiiric  Acid  (and  PyROCATBCHiif).  This  acid  was  first  found  ia 
horse's  urine  in  rather  large  quantities  by  Batjmann.  It  occurs  in  human  urine  only  in 
the  very  smallest  quantities,  and  perhaps  not  constantly,  but  it  occurs  abundantly  in 
the  urine  after  taking  phenol,  pyrocateohin,  or  protocatechuic  acid. 

With  an  exclusively  meat  diet  this  acid  does  not  occur  in  the  urine,  and  it  therefore 
must  originate  from  vegetable  food.  It  probably  originates  from  the  protocatechuic 
acid,  which,  according  to  PBBtrsSB,  passes  in  part  into  the  urine  as  pyrocatechin-sul- 
phuric  acid.  This  acid  may  also  perhaps  depend  on  oxidation  of  phenol  within  the 
organism  (Batjmann  and  Pkettssb*). 

Pyrocateohin,  or  o-Dioxtbenzol,  Ci,H4(OH)2  ,  was  first  observed  in  the  urine  of  a 
child  (Ebstein  and  J.  Mtjllbk).  The  reducing  body  alcapton,  first  found  by 
BoDBKBB  *  in  human  urine  and  which  was  considered  for  a  long  time  as  identical  with 
pyrocatechin,  is  in  most  cases  probably  liomogentisic  acid  or  uroleucic  acid  (see  below). 

'  Kossler  and  Penny,  1.  c. ;  Yortmann,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  22. 

^  Zeitschr.  f.  physiol.  Chem.,  Bd.  27. 

'  Harn-Analyse,  10.  Aufl. 

*  Baumann  and  Herter,  Zeitschr.  f.  physiol.  Chem.,  Bd.  1  ;  Preusse,  ibid.,  Bd.  2 ;: 
Baumann,  ibid.,  Bd.  3. 

'  Ebstdin  and  Muller,  Virchow's  Arch.,  Bd.  62  ;  Bodeker,  Zeitschr.  f.  rat.  Med.  (3), 
Bd.  7. 
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Pyrocatechiu  crystallizes  in  prisms  which  are  soluble  in  alcohol,  ether,  and  water. 
It  melts  at  102-104°  C.  and  sublimes  in  shining  plates.  The  watery  solution  becomes 
green,  brown,  and  ultimately  black  in  the  presence  of  alkali  and  the  oxygen  of  the  air. 
If  very  dilute  ferric  chloride  is  treated  with  tartaric  acid  and  then  made  alkaline  with 
ammonia,  and  this  added  to  a  watery  solution  of  pyrocatechin,  we  obtain  a  violet  or 
cherry-red  liquid  which  becomes  green  on  saturating  with  acetic  acid.  Pyrocatechin  is 
precipitated  by  lead  acetate.  It  reduces  an  ammoniacal  silver  solution  at  the  ordinary 
temperature,  and  reduces  alkaline  copper-oxide  solutions  with  heat,  but  does  not  reduce 
bismuth  oxide.  , 

A  urine  containing  pyrocatechin  if  exposed  to  the  air,  especially  when  alkaline, 
quickly  becomes  dark  and  reduces  alkaline  copper  solutions  when  heated.  lu  detecting 
pyrocatechiu  in  the  urine  it  is  concentrated  when  necessary,  filtered,  boiled  witli  the 
addition  of  sulphuric  acid  to  retnove  the  phenols,  and  repeatedly  shaken  after  cooling 
with  ether.  The  ether  is  distilled  from  the  several  ethereal  extracts,  the  residue  neu- 
tralized with  barium  carbonate  and  shaken  again  with  ether.  The  pyrocatechin  which 
remains  after  evaporating  the  ether  may  be  purified  by  recrystallization  from  benzol. 

Hydroohinon,  or  p-Dioxybenzol,  CeH4(0H)a ,  often  occurs  in  the  urine  after  the  use 
of  phenol  (Batjmann  and  Pkedssk).  The  dark  color  which  certain  urines,  so-called 
"carbolic  urines,"  take  in  the  air  is  due  to  decomposition  products.  Hydrochinon  does 
not  occur  as  a  normal  constituent  of  urine,  but  after  the  administration  of  hydrochinon  ; 
according  to  Lkwin  '  it  passes  into  the  urine  of  rabbits  as  ethereal-sulphuric  acid,  being 
a  decomposition  product  of  arbutin. 

Hydrochinon  forms  rhombic  crystals  which  are  readily  soluble  in  water,  alcohol, 
and  ether.  It  melts  at  169°  C.  Like  pyrocatechin,  it  easily  reduces  metallic  oxides. 
It  acts  like  pyrocatechin  with  alkalies,  but  is  not  precipitated  with  lead  acetate.  It  is 
oxidized  into  chinon  by  ferric  chloride  and  other  oxidizing  agents,  and  chinon  is 
detected  b3'  its  peculiar  odor.  Hydrochinon-sulphuric  acid  is  detected  in  the  urine  by 
the  same  methods  as  pyrocatechio-sulphuric  acid. 

Indoxyl-sulphuric  acid,'  C,H,NSO.  or  C.H.N.  0. SO,.  OH,  also  called 
URINE  iNDiCAiir,  formerly  called  uroxaitthin  (Heller),  occurs  as  alkali- 
salt  in  the  urine.  This  acid  is  the  mother-substance  of  a  great  part  of  the 
indigo  of  the  urine.  The  quantity  ,of  indigo  which  can  be  separated  from 
the  urine  is  considered  as  a  measure  of  the  quantity  of  indoxyl-sulphuric 
acid  (and  indoxyl-glycuronic  acid)  contained  in  the  urine.  This  amount, 
according  to  Jaffe,'  for  man  is  5-30  milligrammes  per  34  hours.  Horse's 
urine  contains  about  25  times  as  much  indigo-forming  substance  as  human 
urine. 

Indoxyl-sulphuric  acid  is  derived,  as  above  mentioned  (page  443),  from 
indol,  which  is  first  oxidized  in  the  body  into  indoxyl  and  is  then  coupled 
with  sulphuric  acid.  After  subcutaneous  injection  of  indol  the  elimination 
of  indican  is  considerably  increased  (Jaffe,  Baumann  and  Brieger).  It 
is  also  increased  by  the  introdaction  of  orthonitrophenylpropiolic  acid  in 
the  organism  of  animals  (G.  Hoppe-Setler').  Indol  is  formed  by  the 
putrefaction  of  proteids,  and  it  is  therefore  easy  to  understand  why  the 
quantity  of  indoxyl-sulphuric  acid  is  greater  with  a  meat  than  with  a 
vegetable  diet.  The  putrefaction  of  secretions  rich  in  proteid  in  the  intes- 
tine explains  also  the  occurrence  of  indican  in  the  urine  during  starvation. 
Gelatin,  on  the  contrary,  does  not  increase  the  elimination  of  indican.     An 

'  Virchow's  Arch.,  Bd.  92. 
»  PflUger's  Arch.,  Bd.  3. 

'  Jaffle,  Centralbl.  f.  d.  med.  Wissensch.,  1872  ;  Baumann  and  Brieger,  Zeitschr.  f. 
physiol.  Chem.,  Bd.  3  ;  Gr.  Hoppe-Seyler,  ibid.,  Bdd.  7  and  8. 
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abnormally  increased  elimination  of  indican  occars  in  sach  diseases  as 
obstruct  the  small  intestine,  causing  an  increased  putrefaction,  thus  pro- 
ducing an  abundant  formation  .of  indol.  Such  an  increased  elimination  of 
indican  occurs  on  tying  the  small  intestine  of  a  dog,  but  not  the  large 
intestine  (Jappe'). 

An  increased  elimination  of  indican  may  also  be  caused  by  the  patrefac- 
tion  of  proteids  in  other  organs  and  tissues  of  the  body  besides  the  intestine. 
An  increased  elimination  of  indican  has  been  observed  in  many  diseases," 
and  in  these  cases  the  quantity  of  phenol  eliminated  is  generally  increased. 
A  urine  rich  in  phenol  is  not  always  rich  in  indican. 

The  potassium  salt  of  indoxyl-sulphuric  acid,  which  was  prepared  pure 
by  Bauman^i^  and  Beiegek  from  the  urine  of  a  dog  fed  on  indol,  has  since 
been  prepared  synthetically  by  BAUMANif  and  THESEiir,'  who  first  prepared 
indoxylalkali  by  fusing  phenylglycin-orthocarbonic  acid  with  alkali  and 
then  from  this  produced  the  indoxylsulphate  with  potassium  pyrosnlphate. 
It  crystallizes  in  colorless,  shining  plates  or  leaves  which  are  easily  soluble  in 
water,  but  less  readily  in  alcohol.  It  is  split  by  mineral  acids  into  sulphuric 
acid  and  indoxyl.  The  latter  without  access  of  air  passes  into  a  red  com- 
pound, indoxyl-red,  but  in  the  presence  of  oxidizing  reagents  is  converted 
into  indigo-blae:  3C,H,]SrO  +  20  =  C,.H,„]Sr,0,  +  2H,0.  The  detection 
of  indican  is  based  on  this  last  fact. 

For  the  rather  complicated   preparation  of   indoxyl-sulphuric  acid  as 

potassiam  salt  from  urine  the  reader  is  referred  to  other  text-books.     For 

,  the  detection  of  indican  in  urine  in  ordinary  cases  the  following  method  of 

Jaffe,*  which  also  serves  as  an  approximate  test  for  the  quantity  of  indican, 

is  sufficient. 

Jaffe's  Indican  Test.  20  c.c.  of  urine  is  treated  in  a  test-tube  with 
3-3  c.c.  chloroform  and  mixed  with  an  equal  volume  of  concentrated 
hydrochloric  acid.  Immediately  after  a  concentrated  chloride-of-lime  solu- 
tion or  a  ^^  potassium-permanganate  solution  is  added  drop  by  drop,  and 
after  each  drop  the  mixture  is  thoronghly  shaken.  The  chloroform  is 
gradually  colored  faintly  or  strongly  blue.  An  excess  of  oxidizing  reagent, 
•especially  chloride  of  lime,  interferes  with  the  reaction  and  must  therefore 
be  avoided.  The  test  is  repeated  with  somewhat  varying  amounts  of 
oxidizing  material  until  a  point  is  found  at  which  the  maximum  coloration 
of  the  chloroform  takes  place.  From  the  intensity  of  the  color"  the  quantity 
of  indigo  is  determined. 

Still  better,  especially  for  the  quantitative  estimation  of  the  quantity  of 

»  Virchow's  Arch.,  Bd.  70. 

'  See  JafEe,  PflUger's  Arch.,  Bd.  3  ;  Senator,  Centralbl.  f.  d.  med.  Wissensch.,  1877  ; 
<}.  Hoppe-Seyler,  Zeilschr.  f.  physiol.  Chem.,  Bd.  12  (contains  older  literature) ;  also 
Berl.  kiln.  Wochenschr.,  1892. 

^  Baumann  with  Brieger,  Zeitschr.  f.  physiol.  Chem.,  Bd.  3  ;  with  Thesen,  Ond,, 
Bd.  23. 

*  JafEe,  Pflilger's  Arch.,  Bd.  3. 
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indigo,  is  Obermeyer's'  method.  He  uses  fuming  hydrochloric  acid 
coataiaing  3— i  parts  ferric ,  chloride  per  litre  to  decompose  the  indican. 
The  arine  is  first  precipitated  with  not  too  much  lead  acetate  (about 
\  volume  of  a  30^  lead -acetate  solution),  and  the  filtrate  shaken  for  1-2 
minutes  with  an  equal  volume  of  the  above  hydrochloric  acid.  The  indigo- 
blue  is  taken  up  by  chloroform  in  this  case  also. 

According  to  Rosin'  some  indigo-red  is  always  formed  besides  the 
indigo-blue  in  Jaffe's  indican  test.  Greater  quantities  of  indigo-red  are 
formed  when  the  decomposition  of  the  indican  takes  place  in  the  warmth 
(see  Rosenbach's  urine  test). 

The  chloroform  solution  of  indigo  obtained  in  the  indican  test  may  be 
used  in  the  quantitative  colorimetric  determination  by  comparison  with  a 
solution  of  indigo  in  chloroform  of  known  strength  (KRAUSsand  Adrian). 
Wang"  converts  the  indigo  into  indigo-sulphonic  acid  by  concentrated 
Bulphuric  acid  and  titrates  with  potassium  permanganate.  Obermeyer' 
has  suggested  a  similar  method  for  estimating  the  indican  independent  of 
Wang.  It  differs  from  Wang's  method  by  removing,  before  titration, 
other  pigments  taken  up  by  the  chloroform  by  washing  with  45^  alcohol.' 
In  a  later  paper '  Wang  recommends  the  same  treatment,  namelyi  washing 
with  alcohol-ether. 

Indol  seems  also  to  pass  into  the  urine  as  a  glycaronic  acid,  indoxyl- 
glycuronic  acid  (Schmiedeberg).  Such  an  acid  has  been  found  in  the 
urine  of  animals  after  the  administration  of  the  sodium-salt  of  o-nitro- 
phenylpropiolic  acid  (G.  Hoppe-Seyler'). 

Skatoxyl-sulphuric  Acid,  O.H.NSO,  or  C,H..N.O.SO,.OH.  The  potas- 
sium salt  of  this  acid  seems  to  occur  generally  in  human  urine  as  a 
chromogen,  which  yields  a  red  or  violet  coloring  matter  on  decomposing  with 
strong  acids,  and  an  oxidizing  reagent.  This  salt  has  been  prepared  by 
Otto  '  from  diabetic  human  urine.  Little  is  known  of  the  quantity  of  this 
skatol-chromogen,  to  which  probably  also  the  skatoxyl-glycuronic  acid  must 
be  counted,  under  physiological  and  pathological  conditions. 

Skatoxyl-sulphuric  acid  originates  from  skatol  formed  by  putrefaction 
in  the  intestine,  which  is  coupled  with  sulphuric  acid  after  oxidation  into 
skatoxyl.  That  skatol  introduced  into  the  body  passes  partly  as  an  ethereal- 
sulphuric  acid  into  the  urine  has  been  shown  by  Briegee.  Indol  and 
skatol  act  differently,  at  least  in  dogs;    indol   producing   a  considerable 

'  Obermayer,  Wien.  klin.  Wocheuschr.,  1890. 

»  Vircliow's  Arch.,  Bd.  123. 

'Krauss,  Zeitschr.  f.  physiol.  Chem.,  Bil.  18;  Adrinu,  ibid.,  Bd.  19;  Wang,  ibid., 
Bd.  25. 

*Wien.  klin.  Eundschau,  1898. 

'  See  Zeitschr.  f.  physiol.  Chem.,  Bd.  26. 

*  Md.,  Bd.  27. 

'  Schmiedeberg,  Arch  f.  exp.  Path.  u.  Pharm.,  Bd.  14  ;  G.  Hoppe-Seyler,  Zeitschr. 
f,  physiol.  Cliem.,  Bdd.  7  and  8. 

•Pflllger's  Arch.,  Bd.  33. 
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amount  of  ethereal-sulpharic  acid,  while  skatol  gives  only  a  small  quantity 
(Mestek').  Skatol  seems  partly  to  pass  into  the  urine  as  a  skatoxyl- 
glycuronic  acid. 

The  potassium-salt  of  skatoxyl-snlphuric  acid  is  crystalline;  it  dissolves 
in  water,  but  with  difficulty  in  alcohol.  A.  watery  solution  becomes  deep 
violet  with  ferric  chloride,  and  red  with  concentrated  nitric  acid.  The  salt 
is  decomposed  by  concentrated  hydrochloric  acid  with  the  separation  of  a 
red  precipitate.  The  nature  of  this  red  coloring  matter  produced  by  the 
decomposition  of  skatoxyl-sulphnric  acid  is  not  well  known;  neither  is  the 
relationship  existing  between  this  and  other  red  coloring  matters  in  the 
urine  known.  On  distillation  with  zinc-dust  the  skatol-chromogen  yields 
skatol. 

Urines  containing  skatoxyl  are  colored  dark  red  to  violet  by  Jaffe's 
indican  test  even  on  the  addition  of  hydrochloric  acid;  with  nitric  acid  they 
are  colored  cherry-red,  and  red  on  warming  with  ferric  chloride  and  hydro- 
chloric acid.  The  coloring  matter  which  yields  skatol  with  zinc-dust  may 
be  removed  from  the  urine  by  ether.  Urines  rich  in  skatoxyl  darken  when 
allowed  to  stand  in.  the  air  from  the  surface  downward,  and  may  become 
reddish,  violet,  or  nearly  black.  Rosin  '  is  of  the  opinion  that  no  skatol- 
chromogen  exists  in  human  urine,  and  that  the  observations  made  heretofore 
were  due  to  a  confusion  with  indigo-red  or  urorosein. 

Salkowski'  has  shown  that  the  occurreuce  of  skatol-carbonic  acid,  CbHs.N.COOH, 
in  normal  urine  is  probable.  This  is  also  a  putrefiictioii  product.  When  introduced 
into  tlie  animal  body  this  acid  reappears  unchanged  in  the  urine.  With  hydrochloric 
acid  and  very  dilute  ferric-chloride  solution  it  gives  an  intense  violet  color  to  the  solu- 
tion. The  reaction  responds  with  a  watery  solution  containing  1  :  10000  of  skatol  car- 
bonic acid. 

Aromatic  Oxyacids.  In  the  putrefaction  of  proteids  in  the  intestine, 
paraoxyphenyl-acetic  acid,  C,H,(OH).CHjCOOH,  and  paraoxyphenyl-pro- 
pionic  acid,  C5H,(0H).C,H,.C00H,  are  formed  from  tyrosin  as  inter- 
mediate step,  and  these  in  great  part  pass  unchanged  into  the  urine.  They 
were  first  detected  by  Baumann.'  The  quantity  of  these  acids  is  usually 
very  small.  They  are  increased  by  the  same  circumstances  as  the  phenols, 
especially  in  acute  phosphorus-poisoning,  in  which  the  increase  is  consider- 
able.    A  small  portion  of  these  oxyacids  is  combined  with  sulphuric  acid. 

Besides  these  two  oxyacids  which  regularly  occur  in  human  urine  we 
sometimes  have  other  oxyacids  in  urines.  To  these  belong  Jiomogentisic 
acid  and  uroleucic  acid,  which  form  the  specific  constituents  of  the  urine 

'  Brieger,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  12,  and  Zeitschr.  f.  physiol.  Chem., 
Bd.  4,  S.  414  ;  Mesier,  ibid.,  Bd.  12. 

«  Virchow's  Arch.,  Bd.  123. 

2  Zeitschr.  f.  physiol.  Cliem.,  Bd.  9. 

*  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bdd.  12  and  13,  and  Zeitschr.  f.  physiol.  Chem., 
Bd.  4. 
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in  most  cases  of  alcaptonuria,  oxymandelic  acid,  found  by  Schultzen  and 
RiESS  in  urine  in  acute  atrophy  of  the  liver,  oxyhydroparacumaric  acid, 
found  by  Blendermann  in  the  urine  on  feeding  rabbits  with  tyrosin,  gallic 
acid,  which,  according  to  Baumann','  sometimes  appears  in  horse's  urine, 
and  kynurenic  acid  (oxychinolincarbonic  acid),  which  up  to  the  present  time 
has  been  found  only  in  dog's  urine.  The  first  two  of  the  above-mentioned 
oxyacids,  and  also  homogentisic  and  uroleucic  acids,  will  be  treated  of  here. 
Paraoxyphenylacetic  acid  and  p-oxyphenylpropionic  acid  are  crystalline 
and  are  both  soluble  in  water  and  in  ether.  The  first  melts  at  148°  C,  and 
the  other  at  125°  C.  Both  give  a  beautiful  red  coloration  on  being  warmed 
with  Millon's  reagent. 

To  detect  the  presence  of  these  oxyacids  pioceeii  iu  the  following  way  (Badmann)  : 
Wniin  the  urine  for  a  while  on  the  water-lmlh  with  hydrochloric  acid,  in  order  to  drive 
off  the  volatile  phenols.  After  cooling  shake  three  limes  with  ether,  and  then  shake  the 
ethereal  extracts  with  dilute  soda  solulioii,  which  dissolves  the  oxyacids,  while  the  resi- 
due of  the  phenols  soluble  in  ether  remains.  The  alkaline  solution  of  theo.vyacids  is 
DOW  faintly  acidified  with  sulphuric  acid,  shaken  ag.iiu  with  ether,  the  ether  removed 
and  allowi'd  to  evaporate,  the  residue  dissolved  iu  a  little  water,  and  the  solution  tested 
with  MiLLoN's  reagent.  The  two  oxyacids  are  best  differentiated  by  their  different 
melting-points.  The  reader  is  referred  to  other  works  for  the  method  of  isolating  and 
separating  these  two  oxyacids. 

Homogentisic  acid,  C,H,0,  or  C,H,(OH),.CH,.COOH.  This  acid  was 
detected  by  Wolkow  and  Baumakn.  They  isolated  it  from  the  urine  in 
a  case  of  alcaptonuria  (see  below)  and  showed  that  the  characteristics  of 
so-called  alcaptonuric  urine  in  this  case  were  due  to  this  acid.  This  acid 
has  later  been  found  in  other  cases  of  alcaptonuria  by  Fmbdeit,  Garnier 
and  VoiRis,  Ogden,  and  others.  Olycosuric  acid,  isol£.ted  from  alcapton- 
uric urine  by  Marshall  and  recently  by  Geygek,'  seems  to  be  identical 
with  homogentisic  acid.  Tyrosin  is  considered  as  the  mother-substance  of 
this  acid.  On  the  introduction  of  tyrosin  in  persons  with  alcaptonuria, 
Wolkow  and  Baumann  and  Embden  observed  a  greater  or  less  increase  in 
the  quantity  of  homogentisic  acid  in  the  urine.  According  to  Wolkow 
and  Baumann  this  acid  is  formed  from  the  tyrosin  by  abnormal  putrefac- 
tive processes  in  the  upper  part  of  the  intestine. 

Homogentisic  acid  is  the  dioxyphenyl-acetic  acid  derived  from  hydro- 
chinon.  On  fusion  with  potash  it  yields  gentisic  acid  (hydrochinon- 
carbonicacid)  and  hydrochinon.  When  introduced  into  the  intestinal  tract 
of  dogs  it  is  in  part  converted  into  tolu-hydrochinon,  which  is  eliminated 
in  the  form  of  ethereal-sulphuric  acid.     Homogentisic  acid  has  recently 


'  Schultzen  and  Riess,  Ohem.  Centralbl.,  'Seg  ;  Blenderman,  Zeitschr.  f.  iihysiol. 
Chem.,  Bd.  6.  8.  267 ;  Baumann,  iUd.,  Bd.  6,  S.  193. 

-  Wolkow  and  Baumann,  Zeitschr.  f.  physiol.  Chem.,  Bd.  15  ;  Embden,  ibid.,  Bdd. 
17  and  18;  Garnier  and  Voirin,  Arch,  do  Physiol.  (5),  Tome  4;  Ogden,  Zeitschr.  f. 
physiol.  Chem.,  Bd.  20 ;  Marshall,  Maly's  Jahresber.,  Bd.  17;  Geyger,  cited  from  Emb- 
den, ].  c. 
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been   prepared  synthetically  by  Baumann  and  Frankel,"  starting  with 
geritisic  aldehyde. 

Homogentisic  acid  crystallizes  with  ]  mol.  water  in  large,  transparent 
prismatic  crystals,  which  become  non-transparent  at  the  temperature  of  the 
room  with  the  loss  of  water  of  crystallization.  They  melt  at  146.5-147°  C. 
They  are  soluble  in  water,  alcohol,  and  ether,  but  nearly  insoluble  in  chloro- 
form and  benzol.  Homogentisic  acid  is  optically  inactive  and  non-ferment- 
able. Its  watery  solution  has  the  properties  of  so-called  alcaptonnric  urine. 
It  becomes  greenish  brown  from  the  surface  downward  on  the  addition  of 
very  little  caustic  soda  or  ammonia  with  excess  of  oxygen,  and  on  stirring- 
it  becomes  quickly  dark  brown  or  black.  It  reduces  alkaline  copper  solu- 
tions with  even  slight  heat,  and  ammoniacal  silver  solutions  immediately  in 
the  cold.  It  does  not  reduce  alkaline  bismuth  solutions.  It  gives  a  lemon- 
colored  precipitate  with  Millon's  reagent,  which  becomes  light  brick-red 
on  warming.  Among  the  salts  of  this  acid  we  must  mention  the  lead  salt 
containing  water  of  crystallization  and  34.79^  Pb.  This  salt  melts  at 
214-215°  C. 

In  preparing  this  acid  the  strongly  acidified  urine  is  shaken  with  ether. 
The  residue  obtained  on  the  distillation  of  the  ether  is  dissolved  in  water, 
the  solution  heated  to  boiling  and  treated  with  a  lead  acetate  solution 
(1  :  5),  and  the  brown  resinous  precipitate  quickly  separated  by  filtration. 
The  lead  salt  gradually  crystallizes  from  the  filtrate.  This  is  decomposed 
by  sulphuretted  hydrogen,  and  the  acid  obtained  as  crystals  from  the  filtrate 
after  carefully  concentrating  the  filtrate  finally  in  vacuo. 

In  regard  to  the  quantitative  estimation  we  proceed  according  to  the  suggestion  of 

Baumann  by  titrating  the  acid  with  a  —^  silver  solution.     As  regards  details  of  this 

method  we  must  refer  the  reader  to  the  original  publication.'    Dbnigbs'  has  suggested 
another  method. 

ITroleucic  acid,  CjHioOs,  is,  according  to  Huppert,  probably  a  dioxyphenyllactic 
acid,  0,Hs(0H)j.CH,.CH(0H).COOH.  This  acid  was  fir.st  prepared  by  Kirk"  from 
the  urine  of  children  with  alcaptouuria,  which  also  contained  homogentisic  acid.  It 
melts  at  130-133°  C.  Otherwise,  in  regard  to  its  behavior  with  alkalies,  with  access  of 
air.  and  also  with  alkaline  copper  solutions  and  ammoniacal  silver  solutions,  and  also 
Millon's  reagent,  it  is  similar  to  homogentisic  acid. 

Oxymadelic  acid,  C*Hii04  >  paraoxyphenylglycolic  acid,  HO.C6H4.CH(OH)COOH,  is. 
as  above  stated,  found  in  the  urine  in  acute  atrophy  of  the  liver.  The  acid  crystallizes 
in  sillcy  needles.  It  melts  at  X^l'  C,  dissolves  readily  in  hot  water,  less  in  cold  water, 
and  readily  in  alcohol  and  ether,  but  not  in  hot  benzol.  It  is  precipitated  by  basic  lead 
acetate,  but  not  by  lead  acetate. 

Kynurenic  acid,  CioIIiNOs,  is  an  oxychinolin-caibonic  acid  occurring  in  dog's  urine.     ^ 
We  aiu  not  clear  in  regard  to  the  origin  of  this  acid.     It  seems  not  to  be  formed  in  the 
intestinal  tract,  and  it  is  not  changed  by  putrefaction  bacteria  (Cupaldi).' 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  20. 

=  Ihid.,  16. 

»  Chem  Central bl.,  1897,  Bd.  1.  S.  338. 

*  Huppert,  Zeitschr.  f.  physiol.  Chem.,  Bd.  23;  Kirk,  Brit.  raed.  Journ.,  1886  and 
1888,  Journ  of  Anat.  and  Physiol.,  Vol.  23. 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  23.  In  regard  to  kynureiiic  acid  see  also  Huppert- 
Neubaucr,  10.  Aufl.,  and  Mendel  and  Jackson,  Amer.  Journ.  of  Physiol.,  Vol.  2. 
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"Urinary  Pigments  and  Chromogens,  The  yellow  color  of  normal  urine 
depends  perhaps  upon  several  pigments,  but  in  greatest  part  upon  ukochrom. 
Besides  this  the  urine  seems  to  contain  a  very  small  quantity  of  h^mato- 
POBPHYKIN  as  a  regular  constituent.  UiioEUYTiiMN,also  is  of  frequent 
occurrence  in  normal  urine.  Finally,  the  excreted  urine  when  exposed 
to  the  action  of  light  regularly  contains  a  yellow  pigment,  ubobilin, 
which  is  derived  from  a  chromogen,  urobilinogen,  by  the  action  of  light 
(Saillet)  and  air  (Jaffe,  Disque  ',  and  others).  Besides- this  chromogen,. 
urine  contains  various  other  bodies  from  which  coloring  matters  may  be 
produced  by  the  action  of  chemical  agents.  Ilumin  substances  (perhaps  in 
part  from  the  carbohydrates  of  the  urine)  may  be  formed  by  the  action  of 
acids  (v.  Udranszkt)  without  regard  to  the  fact  that  such  substances  may 
sometimes  originate  from  the  reagents  used,  as  from  impure  amyl-alcohol 
(v.  Udranszkt  ").  To  these  humin  bodies  developed  by  the  action  of  acid 
in  normal  nrine  when  exposed  to  the  air  must  be  added  the  ubophain  of 
Hellee,  the  various  uromelanins,  and  other  bodies  described  by  different 
investigators  (Plos'z,  Thudichusi,  Schunck  ').  ladigo-blae  (ueoglaucin 
of  Heller,  ueocyanin,  cyanurin,  and  other  coloring  matters  of  older 
investigators')  is  split  off  from  the  indoxyl-salphuric  acid  or  indoxyl- 
glyonronic  acid.  Red  coloring  matters  may  be  formed  from  the  conjugated 
indoxyl  and  skatoxyl  acids,  and  urohodin  (Hellee),  ueoeubin  (Plos'z), 
UEOHiEMATiN  (Harley),  and  perhaps  also  uroeosein  (Nencki  and 
SiEBER ')  probably  have  such  an  origin. 

We  cannot  discuss  more  in  detail  the  different  coloring  matters  obtained 
as  decomposition  products  from  normal  urine.  Haematoporphyrin  has 
already  been  referred  to  in  a  previous  chapter  (VI)  and  will  best  be  described 
in  connection  with  the  pathological  pigments.  It  only  remains  to  describe 
urochrom,  urobilin,  and  uroerythrin. 

Uroohrom  is  the  name  given  by  Garrod  to  the  yellow  pigment  of  the 
urine.  Thudichum  '  had  previously  given  the  same  name  to  a  less  pure 
pigment  isolated  by  himself.  According  to  Garrod  urochrom  is  free  from 
iron,  but  contains  nitrogen.  It  stands,  i';  seems,  in  close  relationship  to 
urobilin,  as  Garrod  has  obtained  a  urobilin-like  pigment  by  the  action  of 

'  JafEe,  Centialbl.  f.  d.  med.  Wissensch.,  1868  and  1869,  and  Viichow's  Arch.,  Bd. 
47 ;  DisquS,  Zeitschr.  f.  physiol.  Cbem.,  Bd.  2 ;  Saillet,  Revue  de  medecine,  Tome  17, 
1897. 

« V.  Udransky,  Zeitschr.  f.  physiol.  Chem.,  Bdd.  11,  13,  and  13. 

'Plos'z,  Zeitschr.  f.  physiol.  Chem.,  Bd.  8;  Thudichum,  Brit.  med.  Journ.,  Vol. 
201,  and  Journ.  f.  prakt.  Cbem.,  Bd.  104;  Schunck,  cited  from  Huppert-Neubauer, 
10.     Aufl.,p.  509. 

*  See  Huppert-Neubauer,  p.  161. 

'  In  regard  to  this  and  other  red  pigments  see  Huppert-Neubauer,  pp.  593  and  597 ; 
Nencki  and  Sieber,  Journ.  f.  jirakt.  Chem.  (2),  Bd.  26. 

•  Garrod,  Proceed.  Roy.  Soc,  Vol.  55  ;  Thudichum,  1.  c. 


454  URINE. 

aldehyde  oq  urochrom,  and  EiVA '  claims  that  urobilin  yields  a  body  similai 

to  urochrom  on  careful  oxidation  with  permanganate. 

Urochrom  is,  according   to    GtAEKOD,  amorphous,  brown,  very  readily 

soluble  in  water  and  ordinary  alcohol,  but  less  soluble  in  absolute  alcohol. 

It  dissolves  but  slightly  in  acetic  ether,  amyl-alcohol,  and  acetone,  while  it 

is  insoluble  in  ether,  chloroform,  and  benzol.     Urochrom  is  precipitated  by 

lead  acetate,  silver  nitrate,-  mercuric  acetate,   phosphotungstic  and   phos- 

phomolybdic  acids.     On  saturating  the  urine  with  ammonium  sulphate  a 

great  part  of  the  urochrom  remains  in  solution.     It  does  not  show  any 

absorption-bands,  and  does  not  fluoresce  after  the  addition  of  ammonia  and 

zinc  chloride.     Urochrom  is  very  readily  decomposed,  with  the  formation 

of  brown  substances,  by  the  action  of  acids. 

Urochrom  is  prepared  according  to  a  rather  complicated  method  which  consists  in 
saturating  the  urine  with  ammonium  sulphate,  when  most  of  the  urochrom  remains  in 
solution.  The  filtrate  is  treated  with  a  proper  quantity  of  alcohol  when  a  clear,  yellow, 
alcoholic  layer  collects  on  the  salt  solution,  and  this  contains  the  urochrom  and  is  further 
purified  according  to  Gabeod.' 

Urobilin  is  the  pigment  first  iolated  from  the  urine  by  Jaffe  '  and 
which  is  characterized  by  its  strong  fluorescence  and  by  its  absorption- 
spectrum.  Various  investigators  have  prepared  from  the  urine  by  different 
methods  pigments  which  differed  slightly  from  each  other  but  behaved 
essentially  like  Jaffe's  urobilin.  Thus  different  urobilins  have  been 
suggested,  such  as  normal,  febrile,  physiological,  and  pathological  urobilins.* 
The  possibility  of  the  occurrence  of  different  urobilins  in  the  urine  cannot 
be  denied;  but  as  urobilin  is  a  readily  changeable  body  and  difiicultly 
purifled  from  other  urinary  pigments,  the  question  as  to  the  occurrence  of 
different  urobilins  must  still  be  considered  open.  According  to  Saillet  *  no 
urobilin  exists  originally  in  human  urine,  bat  only  the  mother-snbstance 
of  the  same,  urobilinogen,  from  which  the  urobilin  is  formed  in  the  excreted 
urine  by  the  influence  of  light. 

Urobilin-like  bodies,  so-called  ukobilikoid,  have  been  prepared  from 
bile  pigments  as  well  as  blood  pigments,  and  indeed  by  oxidation  as  well  as 
reduction.  Maly  obtained  his  hydrobilirnbin  by  the  reduction  of  bilirubin 
with  sodium  amalgam,  and  DiSQUE  obtained  a  product  which  is  still  more 
similar  to  urobilin,  while  Stoktis  prepared  by  the  oxidation  of  cholecyanin 
with  a  little  lead  peroxide  a  choletelin  which  acted  very  much  like  urobilin. 
Hoppe-Setlek,  Le  Nobel,  jSTencki  and  Siebee  have  obtained  urobilinoid 


1  Garrod,  Journ.  of  Physiol.,  Vol.  31  ;  Riva,  cited  from  Huppert-Neubauer,  p.  534. 

=  L.  c. 

«  Centralbl.  f.  d.  med.  Wissensch.,  1868  and  1869,  and  Virchow's  Arch.,  Bd.  47. 

■•  Bee  MacMunn,  Proc.  Roy.  Soc,  Vols.  31  and  35  ;  Ber.  d.  deutsch.  chem.  Gcsellsch., 
Bd.l4,  and  Journ.  of  Physiol..  Vols.  6  and  10;  Bogomolofl,  Maly's  Jahresber,  Bd.  33 ; 
Eichholz,  Journ.  of  Physiol.,  Vol.  14  ;  Ad.  Jolles,  Pflilger's  Arch.,  Bd.  61. 

'  Revue  dt  medecine,  Tome  19,  1897. 
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bodies  by  the  reduction  of  haematin  and  hsematoporphyrin  with  tin  or  zinc 
and  hydrochloric  acid,  while  MAcMuNiiT '  obtained  by  the  oxidation  of 
haematin  with  hydrogen  peroxide  iti  alcohol  containing  sulphuric  acid  a 
pigment  which  seemed  to  be  identical  with  urinary  urobilin.  It  is  apparent 
that  all  these  urobilins  cannot  be  identical. 

Many  investigators  declare  that  urobilin  is  identical  with  hydrobilirubin, 
but  according  to  the  researches  of  Hopkins  and  Gaeeod'  this  view  is  not 
correct  because,  irrespective  of  other  small  differences,  each  body  has  an 
essentially  distinct  composition.  Hydrobilirubin  contains  C  64.68, 
H  6.93,  N  9.22  (Malt),  while  urinary  urobilin,  on  the  contrary,  contains 
C  63.46,  H  7.67,  N  4.09j^.  'the  urobilin  from  fseoes,  STEBCOBiLiisr,  has  the 
same  composition  as  urinary  urobilin  with  4.17^  nitrogen. 

Urinary  urobilin  may  not  be  identical  with  hydrobilirubin,  but  this  does 
not  eliminate  the  possibility  that  urobilin,  according  to  the  generally 
admitted  view,  is  derived  from  bilirubin  (although  not  by  simple  reduction 
and  taking  up  water)  in  the  intestine.  Several  physiological  as  well  as 
clinical  observations  °  speak  for  this  view,  among  which  we  must  mention 
the  regular  appearance  in  the  intestinal  tract  of  stercobilin,  undoubtedly 
derived  from  the  bile-pigments  and  having  the  same  composition  as  urinary 
urobilin;  the  absence  of  urobilin  in  the  urine  of  new-born  infants  and  also  on 
the  complete  removal  of  bile  from  the  intestine;  as  well  as  the  increased 
elimination  of  urobilin  with  strong  intestinal  putrefaction.  On  the  other 
hand  there  are  investigators  who,  basing  their  opinion  on  clinical  observations, 
deny  the  intestinal  origin  of  urobilin  and  claim  that  the  urobilin  is  derived 
from  a  transformation  of  the  bilirubin  not  in  the  intestine,  by  an  oxidation 
of  the  same  or  also  by  a  transformation  of  the  blood-pigments.'  The  possi- 
bility of  a  different  mode  of  formation  of  urinary  urobilin  in  disease  is  not 
to  be  denied;  but  there  is  no  doubt  that  this  pigment  is  formed  from  the 
bile-pigments  in  the  intestine  under  physiological  conditions. 

■The  quantity  of  urobilin  in  the  urine  under  physiological  conditions  is 
very  variable.  Saillet  found  30-130  milligrammes  and  Gr.  Hoppe-Seylek 
80-14;0  milligrammes  in  one  day's  urine. 

'  Maly,  Ann.  d.  Cliem.  u.  Phaim.,  Bd.  163;  Disque,  Zeilsclir.  f.  physiol.  Chem., 
Bd.  3  ;  Stokvis,  Centr^lbl.  f.  d.  med.  Wissensch.,  1873,  S.  211  sind  449  ;  Hoppe-Seyler 
Ber.  d.  deutscb.  chera.  Gesellsch.,  Bd.  7;  Le  Nobel,  PflUgei's  Arch.,  Bd.  40;  Nencki 
and  Sieber,  Mouatshefte  f.  Chem.,  Bd.  9,  ajid  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  24  ; 
MacMunn,  Prdc.  Roy.  Soc,  Vol.  31. 

'  Joiirn.  of  Physiol.,  Vol.  22. 

»  See  Fr.  MuUer,  Schles.  Gesellsch.  f.  vateil.  Kultur,  1893 ;  D.  Gerhardt,  "  TJeber 
Hydrobiliriibiii  und  seine  Bezieh.  zum '  Ikterus "  (Inaug.-Diss.,  Berlin,  1889);  Beck, 
Wien.  klin.  Wocheuschr.,  189.");  Harley,  Brit.  Med.  Journ.,  1896. 

■*  In  regard  to  the  various  theories  as  to  the  formation  of  urobilin  see  Hailey,  Brit. 
Med.  Journ.,  1896;  A.  Kntz,  Wien.  Med.  Wochenschr.,  1891,  Nos.  28-32;  Grimm, 
Virchow's  Arch.,  Bd.  132  ;  Zoja,  Conferenze  cliniclie  italiane,  Ser.  1  a.  Vol.  1. 


456  VBINE. 

We  have  numerous  observations  on  the  elimination  of  urobilin  in  disease, 
especially  by  Jaffe,  Disque,  Dreyfuss-Brissac,  Gerhardt,  G.  Hoppe- 
Seyler,'  and  others.  The  quantity  is  increased  in  hemorrhage  in  such 
diseases  where  the  blood-corpuscles  are  dastroyed,  as  after  the  action  of 
certain  blood-poisons,  such  as  antifibrin  and  antipyrin.  It  is  also  increased 
in  fevers,  heart-troubles,  lead  colic,  atrophic  liver  cirrhosis,  and  is  especially 
abundant  in  so-called  urobilin  icterns. 

The  properties  of  urobilin  may  be  different,  depending  upon  the  method 
of  preparation  and  the  character  of  the  urine  used,  therefore  only  the  most 
important  properties  will  be  given.  Urobilin  is  amorphous,  brown,  reddish- 
brown,  red,  or  reddish  yellow,  depending  upon  method  of  preparation.  It 
dissolves  readily  in  alcohol,  amylalcohol,  and  chloroform,  but  less  readily  in 
ether  or  acetic  ether.  It  is  less  solable  in  water,  but  the  solubility  is 
augmented  in  the  presence  of  neutral  salts.  It  may  be  completely  precipi- 
tated from  the  urine  by  saturating  with  ammonium  sulphate  especially  after 
the  addition  of  sulphuric  acid  (Mehy').  It  is  soluble  in  alkalies,  and  is 
precipitated  from  the  alkaline  solution  by  the  addition  of  acid.  It  is  partly- 
dissolved  by  chloroform  from  an  acid  (watery-alcoholic)  solution;  alkali 
solutions  remove  the  urobilin  from  the  chloroform.  The  neutral  or  faintly 
alkaline  solutions  are  precipitated  by  certain  metallic  salts  (zinc  and  lead), 
but  not  by  others,  such  as  mercuric  sulphate.  Urobilin  is  precipitated  from 
the  urine  by  phosphotnngstic  acid.  It  does  not  give  Gmelin's  test  for  bile- 
pigments.  It  gives,  on  the  contrary,  a  reaction  which  may  be  mistaken  for 
the  biuret  test,  by  the  action  of  copper  sulphate  and  alkali.' 

Neutral  alcoholic  urobilin  solutions  are  in  strong  concentration  brownish' 
yellow,  in  great  dilution  yellow  or  rose-colored.  They  have  a  strong  green 
fluorescence.  The  acid-alcoholic  solutions  are  brown,  reddish  yellow,  or 
rose-red,  according  to  concentration.  They  are  not  fluorescent,  but  show 
a  faint  absorption-band,  y,  between  b  and  F,  tvhich  borders  on  F,  or  in 
greater  concentration  extends  over  F.  The  alkaline  solutions  are  brownish 
yellow,  yellow,  or  (the  ammoniacal)  yellowish  green,  according  to  concen- 
tration. If  seme  zinc-chloride  solution  is  added  to  an  ammoniacal  solution, 
it  becomes  red  and  shows  a  beautiful  green  fluorescence.  This  solution,  as 
also  that  made  alkaline  with  fixe-d  alkalies,  shows  a  darker  and  more 
sharply  defined  band,  S,  between  b  and  F,  almost  midway  between  E 
and  F,  If  a  sufiiciently  concentrated  solution  of  urobilin  alkali  is  carefully 
acidified  with  snphnric  acid  it  becomes  cloudy  and  shows  a  second  band 

■  In  regard  to  the  literature  on  this  subject  we  refer  the  reader  to  D.  Gerhardt,  "  Ueber 
Hydrobilirubin  und  seine  Beziebungen  zum  Ikteriis  "  (Berlin,  1889),  and  also  G.  Hoppe- 
Seyler,  Vircbow's  Arch.,  Bd.  124. 

'  Journ.  de  Pbarm.  et  Chim.,  1878,  cited  from  Maly's  Jabresber.,  Bd.  8. 

'  See  Salkowski,  Berlin,  klin.  Wochenschr.,  1897,  and  Stokvis,  Zeitscbr.  f.  Biologic, 
Bd.  34. 
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exactly  at  E  iiud  connected  with  ^  by  a  shadow  (Gareod  and  Hopkins, 
Saillet'). 

Urobilinogen  is  colorless  or  is  only  slightly  colored.  Like  urobilin  it  is 
precipitated  from  the  urine  by  saturating  with  ammonium  sulphate. 
According  to  Saillet  it  may  be  extracted  by  acetic  ether  from  urine  acidi- 
fied with  acetic  acid.  It  dissolves  also  in  chloroform,  ethyl  ether,  and 
amyalcohol.  It  shows  no  absorption-bands,  and  is  readily  converted  into 
urobilin  by  the  influence  of  sunlight  and  oxygen. 

In  preparing  urobilin  from  normal  nrine,  precipitate  the  urine  with 
basic  lead  acetate  (Jaffe),  wash  the  precipitate  with  water,  dry  at  the 
ordinary  temperature,  then  boil  it  with  alcohol,  and  decompose  it  when  cold 
with  alcohol  containing  sulphuric  acid.  The  filtered  alcoholic  solution  is 
diluted  with  water,  saturated  with  ammonia,  and  then  treated  with  zinc- 
chloride  solution.  This  new  precipitate  is  washed  free  from  chlorine  with 
water,  boiled  with  alcohol,  dried,  dissolved  in  ammonia,  and  this  solution 
precipitated  with  sugar  of  lead.  This  precipitate,  which  is  washed  with 
water  and  boiled  with  alcohol,  is  decomposed  by  alcohol  containing  sul- 
phuric acid,  the  filtered  alcoholic  solution  is  mixed  with  ^  vol.  chloroform, 
dilated  with  water,-and  shaken  repeatedly,  but  not  too  energetically.  The 
urobilin  is  taken  up  by  the  chloroform.  This  last  is  washed  once  or  twice 
with  a  little  water  and  then  distilled,  leaving  the  urobilin.  The  pigment 
may  be  precipitated  directly  from  the  nrine  rich  in  urobilin  by  ammonia 
and  zinc  chloride,  and  the  precipitate  treated  as  above  decribed  (Jaffe). 

The  method  suggested  by  Mbhy  (precipitation  with  ammonium  sul- 
phate) has  been  modified  by  Gareod  and  Hopkiits  in  that  they  first  remove 
the  uric  acid  by  saturating  with  ammonium  chloride  and  then  saturating 
the  filtrate  with  ammonium  sulphate.  The  precipitated  urobilin  is  thus 
made  purer  than  by  saturating  with  the  sulphate  directly.  The  urobilin  is 
extracted  from  the  dried  precipitate  by  a  great  deal  of  water,  reprecipitated 
by  ammonium  sulphate,  and  this  procedure  repeated  several  times  if  neces- 
sary. The  dried  precipitate  finally  obtained  is  dissolved  in  absolute  alcohol. 
In  regard  to  small  details,  and  to  a  second  method  suggested  by  these  experi- 
menters, we  refer  to  the  original  work.' 

Saillet  extracts  the  urobilinogen  from  the  urine  by  shaking  with 
acetic  ether,  using  a  kerosene-oil  light.' 

The  color  of  the  acid  or  alkaline  solution,  the  beautiful  fluorescence  of 
the  ammoniacal  solution  treated  with  zinc  chloride,  and  the  absorption- 
bands  of  the  spectrum,  all  serve  as  means  of  detecting  urobilin.  In  fever- 
urines  the  urobilin  may  be  detected  directly  or  after  the  addition  of 
ammonia  and  zinc  chloride  by  its  spectrum.  lb  may  also  sometimes  be  de- 
tected in  normal  nrine,  either  directly  or  after  the  urine  has  stood  exposed  to 
the  air  nntil  the  chromogen  has  been  converted  into  urobilin.  If  it  cannot 
be  detected  by  means  of  the  spectroscope,  then  the  nrine  may  be  treated 
with  a  mineral  acid  and  shaken  with  ether  or,  still  better,  with  amylalcohol. 
The  amylalcohol  solution  is,  either  directly  or  after  addition  of  a  strongly 
ammoniacal  alcoholic  solution  of  zinc  chloride,  tested  spectroscopically.     If 

'  Garrod  and  Hopkins,  Journ.  of  Physiol.,  Vol.  20 ;  Saillet,  1.  c. 

»  Journ.  of  Pliyaiol.,  Vol.  20. 

*  In  regard  to  this  and  other  methods  we  must  refer  the  I'eader  to  special  works. 
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the  urobilin  cannot  be  detected  in  this  way,  the  pigment  may  be  isolated 
by  ammonium  salphate  according  to  the  above-described  method  of  Garkod 
and  HolPKiNS. 

In  the  quantitative  estimation  of  urobilin  we  proceed  as  follows,  accord- 
ing to  G.  Hoppe-Seyler:  '  100  c.c.  of  the  urine  is  acidified  with  sulphuric 
acid  and  saturated  with  ammonium  sulphate.  The  precipitate  is  collected 
on  a  filter  after  some  time,  washed  with  a  saturated  solution  of  ammonium 
sulphate,  and  repeatedly  extracted  with  equal  parts  alcohol  aad  chloroform 
after  pressing.  The  filtered  solution  is  treated  with  water  in  a  separatory 
funnel  until  the  chloroform  separates  well  and  becomes  clear.  The  chloro- 
form solution  is  evaporated  on  the  water-bath  in  a  weighed  beaker,  the 
residue  dried  at  100°  C,  and  then  extracted  with  ether.  The  ethereal 
extract  is  filtered,  the  residue  on  the  filter  dissolved  in  alcohol,  and  trans- 
ferred to  the  beaker  and  evaporated,  then  dried  and  weighed.  According  to 
this  method  Gr.  Hoppe-Seyler  found  0.08-0.14  grm.  urobilin  in  one  day's 
wrine  of  a  healthy  person,  or  an  average  of  0.133  grm. 

Urobilin  may  also  be  determined  spectro-photometrirally  according  to  Fr.  Mullbr 
or  to  Saillet.''  According  to  Saillet  the  limit  for  the  perceptibility  of  the  absorption- 
bands  of  an  acid  urobilin  solution  lies  in  a  concentration  of  1  milligramme  urobilin  in  23 
■c.  c.  solution  when  the  thickness  of  the  layer  of  fluid  is  15  mm.  In  a  quantitative  esti- 
mation the  urobilin  solution  is  diluted  to  this  limit  and  then  th6  quantity  of  urobilin 
calculated  from  the  extent  of  dilution.  The  freshly  voided  urine,  shielded  from  light, 
is  acidified  wilh  acetic  acid,  completely  extracted  in  kerosene-oil  light  with  acetic  ether, 
and  the  dissolved  urobilinogen  oxidized  to  urobilin  with  nitric  acid.  On  the  addition  of 
ammonia  and  shaking  with  water  the  urobilin  passes  into  tlie  watery  solution.  This  is 
acidified  with  hydrochloric  acid  and  diluted  until  the  above  limit  is  reached. 

Uroerythrin  is  the  pigment  which  often  gives  the  beautiful  red  color  to 
the  urinary  sediments  {sedimentwn  lateritium).  It  also  frequently  occurs, 
although  only  in  very  small  quantities,  dissolved  in  normal  urines.  The 
quantity  is  increased  after  great  muscular  activity,  after  profuse  perspira- 
tion, immoderate  eating,  or  partaking  of  alcoholic  drinks,  as  well  as  after 
digestive  disturbances,  fevers,  circulation  disturbances  of  the  liver,  and  in 
many  other  pathological  conditions. 

Uroerythrin,  which  has  been  especially  studied  by  Zoja,  Riva,  and 
Garrod,'  has  a  pink  color,  is  amorphous  and  is  very  quickly  destroyed  by 
light,  especially  when  in  solution.  The  best  solvent  is  amylalcohol;  acetic 
«ther  is  not  bo  good,  and  alcohol,  chloroform,  and  water  are  even  less  val- 
uable. The  very  dilute  solutions  show  a  pink  color;  but  on  greater  concen- 
tration they  become  reddish  orange  or  fire-red.  They  do  not  fluoresce  either 
■directly  or  after  the  addition  'of  ammoniacal  solution  of  zinc  chloride,  but 
they  have  a  strong  absorption,  beginning  in  the  middle  between  D  and  E 
and  extending  to  about  F,  and  consisting  of  two  bands  which  are  connected 
by  a   shadow  between   E  and  i.     Concentrated   sulphuric   acid   colors  a 

>  Virchow's  Arch.,  Bd.  134. 

'  Fr.  Miiller,  see  Huppert-Neubauer,  p.  861 ;  Saillet,  1.  c. 

'  Zoja,  Arch.  Ital.  di  clinica  med.,  1893,  and  Centralbl.  f.  d.  med.  Wissensch.,  1893 ; 
Riva,  Gaz.  med.  di  Torino,  Anno  43,  cited  from  Maly's  Jahresber.,  Bd.  24 ;  Oarrod, 
Journ.  of  Physiol.,  Vols.  17  and  21. 
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aroerythria  Bolution  a  beautiful  carmine  red;  hydrochloric  acid  gives  a  pink 
color.  Alkalies  make  its  solutions  grass-green,  and  often  a  play  of  colors 
from  pink  to  purple  and  blue  is  observed. 

lu  preparing  uroerythrin  the  sediment,  according  to  Gakuod,  is  dissolved  in  waler  iit 
a  gentle  heal  and  saturated  with  aininonium  chloride,  which  precipilates  the  pigment 
with  the  ammonium  urate.  This  is  purified  by  repeated  solution  in  waler  imd  precipi- 
tation with  ammonium  chloride  until  all  the  urobilin  is  removed.  The  precipitate  is 
finally  extracted  on  the  filter  in  the  dark  with  warm  water,  filtered,  diluted  with  water, 
any  hsematoporphj-rin  remaining  is  removed  by  sliaking  with  chloroform,  faintly  acidi- 
fied with  acetic  acid  and  shaken  with  chloroform,  which  takes  up  the  uroerythrin.  The 
chloroform  is  evaporated  in  the  dark  at  a  gentle  heat. 

VolatUe  fatty  acids,  such  as  formic  acid,  acetic  acid,  and  perhaps  also  butyric  acid,  occur 
under  normal  conditions  in  human  urine  (v.  Jaksch),  also  in  that  of  dogs  and  herbivora 
(ScHOTTE.V).  The  acids  poorest  in  carbon,  such  as  formic  acid  and  acetic  acid,  are  more 
constant  in  the  body  than  those  richer  in  carbon,  and  therefore  the  relatively  greater 
part  of  these  pass  unchanged  into  the  urine  (Schotten).  Normal  human  urine  contains 
besides  these  bodies  others  which  yield  acetic  acid  when  oxidized  by  potassium  dichro- 
mate  and  sulphuric  acid  (v.  Jaksch).  The  quantity  of  volatile  fatty  acids  in  normal 
mine  is,  according  to  v.  Jaksch,  0.008-0  009  grm.  per  24  hours,  and  according  to 
V.  RoKiTANSKY  0.034  gim.  The  quantity  is  increased  by  exclusive  farinaceous  food 
^Rjkitansky),  also  in  fever  and  in  certain  diseases  of  the  liver  (v.  Jaksch).  It  is  also 
increased  in  leucaemia  and  in  many  cases  of  diabetes  (v.  Jaksch)  Large  amounts  of 
volatile  fatty  acids  are  produced  in  the  alkaline  fermentation  of  the  urine,  and  the  quan- 
tity is  6-15  times  as  large  as  in  normal  urine  (Salkowski  ').  Non-volatile  fatly  acids 
have  been  detected  as  normal  constituents  of  urine  by  K.  MOiwisii  and  Hybbinbttb.'-' 

Paralactic  Acid.  It  is  claimed  that  this  sicid  occurs  in  the  urine  of  healthy  persons 
after  very  fatiguing  marches  (Colasanti  and  Moscatblli).  It  is  lound  in  larger 
amounts  in  the  urine  in  acute  pliosphorus-poisoning  or  acute  yellow  atrophy  of  the  liver 
(SCHDLTZEN  and  RiESs).  According  to  the  investigations  of  HoPfE-SEYLER,  Araki, 
and  V.  Tekray  lactic  acid  passes  into  the  urine  as  soon  as  the  supply  of  oxjgen  is 
<iecreased  in  any  way.  Minkowski'  has  shown  that  lactic  acid  occurs  in  the  urine  in 
large  quantities  on  tlie  extirpation  of  the  liver  of  bn-ds. 

Qlycero-pltosphorie  acid  occurs  as  traces  in  the  urine,''  and  it  is  probably  a  decomposi- 
tion product  of  lecithin.  The  occurrence  of  succinic  acid  in  normal  urine  is  a  subject 
of  discussion. 

Carbohydrates  and  Reducing  Substances  in  the  Urine.  The  occurrence 
of  grape-sugar  as  traces  in  normal  urine  is  highly  probable,  as  the  investi- 
gations of  Brucke,  Abeles,  and  v.  Udranszky  show.  The  last  investi- 
gator  has  also -shown  the  habitual  occurrence  of  carbohydrates  in  the  urine, 
and  their  presence  has  been  positively  proved  by  the  investigations  of 
Baumanst  and  Wedenski,  and  especially  by  Baisch.  Besides  glucose 
normal  urine  contains,  according  to  Baisch,  another  not  well-studied 
variety  of  sugar;  according  to  Lemaikb,  probably  isomaltose,  and  besides 
this  a  dextrin-like  carbohydrate  (animal  gum),  as  shown  by  Landwehk, 
Wedenski,  and  Baisch.' 

'  V.  Jaksch,  Zeitschr.  f.  physiol.  Chem.,  Bd.  10  ;  Schotten,  1.  c,  Bd.  7 ;  Rokitansky, 
Wien.  med.  Jahrbuch,  1887  ;  Salkowski,  Zeitschr.  f.  physiol.  Chem.,  Bd.  13. 

»  Skand.  Arch.  f.  Physiol.,  Bd.  7. 

'Colasanti  and  Moscatelli,  Moleschott's  Untersuch.,  Bd.  14;  Schultzen  and  Reiss, 
Chem.  Centralol  ,  1869;  Araki,  Zeitschr.  f.  physiol.  Chem.,  Bdd.  15,  16,  17,  19.  See 
also  Irisawa,  ibid.,  Bd,  17,;  v.  Terray,  Pflilger's  Arch.,  Bd.  65.  See  also  Schiltz, 
Zeitschr.  f.  physiol.  Chem.,  Bd.  19;  Minkowski,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bdd. 
21  and  31. 

*  See  Pasqualis,  Maly's  Jahresber.,  Bd.  24. 

•Lemaire,  Zeitschr.  f.  physiol.  Chem.,  Bd.  31;  Baisch,  ibid.,  Bdd.  18,  19,  and  20; 
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Besides  traces  of  sugar  and  the  previously  mentioned  reducing  sub- 
stances, uric  acid  and  creatinin,  the  urine  contains  still  other  reducing 
substances.  These  last  are  probably  (Fluckiger)  conjugated  combinations 
oi  glycuronic  acid,  C.H^O, ,  which  closely  resembles  sugar.  The  reducing 
power  of  normal  urine  corresponds,  according  to  varioas  investigators,  to 
1.5-5.96  p.  m.  grape-sugar.' 

Glycuronic  Acid,  C,H,„0,  or  CHO.(CH.OH),.aOOH.  This  acid  may 
be  converted  into  saccharic  acid,  C,II,j,0, ,  by  the  action  of  bromine 
(Thieefbldee),  and  it  seems  to  occupy  an  intermediate  position  between 
this  acid  and  gluconic  acid,  C,H„0,.  .It  is  a  derivative  of  glncose,  and 
Fischer  and  Piloty  have  prepared  it  synthetically  by  the  reduction  of 
saccharo-lac tonic  acid.  Further  reduction  yields  gulonic  acid  lacton 
(Thieeeelder).  Glycuronic  acid  is  an  intermediate  metabolic  prodnct, 
and  it  occurs  in  the  urine  only  when  it  is  protected  from  combustion  in  the 
animal  body  by  combining  wfth  other  bodies.  Such  conjugated  combina- 
tions with  indoxyl,  skatoxyl,  and  phenols  occur  probably  normally  in  very 
small  quantities  in  human  urine.  This  acid  as  conjugated  glycuronic  acids 
passes  in  large  qaantities  into  the  urine  after  the  administration  of  various 
therapeutic  agents  or  certain  other  substances.  Thus  Schmiedebeeg  and 
Metee  found  campho  glycuronic  acid  in  the  urine  after  partaking  of 
camphor,  and  v.  Meejng"  showed  the  presence  of  urochloralic  acid  (see 
Casual  Constituents  of  the  Urine)  after  the  administration  of  chloral 
hydrate.  According  to  Schmiedebeeg  '  glycuronic  acid  seems  to  occur  in 
cartilage  because  it  is  contained  in  chondrosin,  a  cleavage  product  of 
chondroitin-sulphuric  acid.  It  is  also  found  in  the  artist's  color  "  jaune 
indien,"  which  contains  the  magnesium-salt  of  enxanthonic  acid  (euxan- 
thon-glycuronic  acid).  On  heating  this  acid  with  water  to  120-125°  C.  it 
splits  into  euxanthin  and  glycuronic  acid,  and  it  is  the  most  available 
material  for  the  preparation  of  glycuronic  acid  (Thieefeldee).  Another 
acid,  isomeric  with  the  ordinary  glycuronic  acid,  has  been  found  in  the 
urine  in  certain  cases  (see  Casual  Constituents  of  the  Urine). 

Glycuronic  acid  is  not  crystalline,  but  is  obtained  only  as  a  syrup.  It 
dissolves  in  alcohol  and  is  easily  soluble  in  water.  If  the  watery  solution  is 
boiled  for  an  hour,  the  acid  is  in  part  (20^)  converted  into  the  anhydride 
GLYCUEOK,  CjHjOj ,  which  is  crystalline,  soluble  in  water,  but  insoluble  in 
alcohol.     The  alkali  salts  of  this  acid  are  crystalline.     The  neutral  barium 

Trenpcl,  iMd.,  Bd.  16.  These  articles  coDtain  references  to  the  work  of  other  inves- 
tigators. 

'  nuckiger,  Zeitschr.  f.  physiol.  Chem.,  Bd.  9.     See  also  Huppert-Neubauer,  p.  73. 

!>  Tbierfelder,  Zeitsclir.  f.  physiol.  Chem.,  Bdd.  11,  13,  and  15  ;  Fischer  and  Piloty, 
Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  24;  Schmiedeberg  and  Meyer,  Zeitschr.  f. 
physiol.  Chem.,  Bd.  3  ;  v.  Mering,  ibid.,  Bd.  6. 

»  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  28. 
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salt  is  amorphous,  soluble  in  water,  bat  is  precipitated  by  alcohol.  If  a 
concentrated  solution  of  the  acid  is  saturated  with  barium  hydrate,  the 
basic  barium  salt  separates.  The  neutral  lead  salt  is  soluble  in  water,  but 
the  basic  salt  is,  on  the  contrary,  insoluble.  The  acid  is  dextrogyrate  and 
reduces  copper,  silver,  and  bismuth  salts.  It  does  not  ferment  with  yeast. 
Glycuronic  acid  gives  the  furfurol  reaction  and  acts  like  a  pentose  when 
tested  with  phloroglucin-hydrochloric  acid.  With  phenylhydrazin  pofcas- 
sinm  glycuronate  gives  a  flaky  yellow  precipitate  of  microscopic  needles 
which  melt  at  114-116°  C.  The  reports  in  regard  to  the  behavior  of 
glycuronic  acid  with  this  test  are  very  contradictory.' 

All  conjugated  glycuronic  acids  are  Isevo- rotatory,  while  glycuronic  acid 
itself  is  dextro-rotatory.  They  are  split  into  glycuronic  acid  and  tlie  several 
other  groups  by  the  addition  of  water.  A  few  of  the  conjugated  glycuronic 
acids,  such  as  the  urochloralic  acid,  reduce  copper  oxide  and  certain  other 
metallic  oxides  in  alkaline  solution,  and  therefore  they  may  interfere  with 
the  detection  of  sugar  in  the  urine. 

Glycuronic  acid  may  be  prepared  from  urochloralic  acid  or  campho- 
glycuronic  acid  by  boiling  with  a  mineral  acid.  It  may  be  prepared  more 
easily  by  heating  euxanthonic  acid  with  water  in  a  Papin's  digester  to 
120-125°  0.  for  an  hour  and  evaporating  the  watery  solution  at  +  40°  0. 
The  anhydride  which  crystallizes  is  gradually  removed,  the  mother-liquor 
diluted  with  water  and  boiled  for  a  time  to  convert  a  second  portion  of  acid 
into  anhydride,  and  then  evaporated  at  about  +  40°  C.  This  is  continued 
until  nearly  all  the  acid  is  converted  into  anhydride.  The  anhydride  may 
then  be  further  purified. 

Organic  comMnations  containing  sulphur  of  unknown  kind,  which  may  in  small  part 
consist  of  sidplionyanides,  0.04  (Gbchbidlbn)-O.II  p.  m.  (I.  Munk),'  cystin,  or  bodies 
lelaled  to  it,  laurin  derivaticcs,  chondroiUn-sulphuric  add,  prottin  ladies,  and  oxyp^'oUic 
acid,  are  found  in  human  as  well  as  in  animal  urines.  The  sulphur  of  these  mostly 
unknown  combinations  has  been  called  "neutral,"  to  liifEereiitiale  it  from  the  "acid" 
sulphur  of  the  sulphate  and  ethereal -sulphuric  acids  (Salkowski'j.  The  neutral  sul- 
phur in  normal  urine  as  determined  by  Sai.kowski  is  \^%,  by  Stadthagbn  13.3-14..')^. 
and  by  Lbpikb  20^  of  the  total  sulphur.  In  starvation,  according  to  Fk.  Mtjllbk,  the 
absolute  and  relative  quantities  increase.  According  to  Hefpteb  the  quantity  is 
greater  with  a  bread  diet  than  with  a  meat  diet.  Excessive  muscular  exercise  increases 
the  elimination  of  ti.e  acid  as  well  us  the  neutral  sulphur  (Beck  and  Bbnkdikt, 
MuNK'').  The  quantity  of  neutral  sulphur  also  increases  with  insufficient  supply  of 
oxygen  (Rbalb  and  Bobri),  in  chloroform  narcosis  (Kabt  and  Mkstkr).  and  also  after 
the  introduciioai  of  sulphur  (Presch  aud  Yvon').  According  to  LfepiKE  a  part  of  the 
neutral  sulpliuris  more  readily  oxidized  (directly  wi;h  chloniio  or  bromine)  into  sul- 

'  For  literature  see  Hammarsten,  Zeitschr.  f.  pliysiol.  Chem.,  JJd.  I'J,  S.  30,  and 
Roos,  ibid ,  Bd.  15,  S.  525. 

'  Gscheidlen,  Pflilgers  Arch.,  Bd.  14  ;  Munk,  Virchow's  Arch.,  Bd.  69. 

3  Ibid.,  Bd.  58,  and  Zeitschr.  f.  physiol.  Chem.,  Bd.  9. 

'  Stadthagen,  Virchow's  Arch.,  Bd.  100  ;  Lepine,  Compt.  rend.,  Tomes  91  and  97  ; 
Fr.  Mailer,  Berlin,  klin.  Wochenschr.,  1887;  HcfEler,  Pflliger's  Arch.,  Bd.  38;  Beck 
and  Benedikt,  Maly's  Jahresber.,  Bd.  33,  S.  223  ;  Munk,  Du  Bols-Reymond's  Arch., 
ISg."). 

'  Reale  and  Boeri,  Maly's  Jahresber.,  Bd.  34;  Kast  and  Mester,  Zeitschr.  f.  klin.  Med., 
Bd.  18  ;  Presch,  Virchow's  Arch.,  Bd.  119  ;  Yvon,  Arch,  de  Physiol.  (5),  Tome  10. 
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phuric  acid  than  the  other,  which  is  first  converted  into  sulphuric  acid  after  fusing  with 
potash  and  saltpetre.  According  to  the  investigations  of  W.  Smith  '  it  is  probable  that 
the  most  unoxidlzable  part  of  the  neutral  sulphur  occurs  as  sulpbo-acids.  An  increased 
elimination  of  neutral  sulphur  has  been  observed  in  various  diseases,  such  as  pneu- 
monia, cysliuuria,  and  especially  where  the  flow  of  bile  into  the  intestine  is  prevented. 

Haknack  and  Kleine''  liave  arrived  at  the  conclusion,  from  numerous  determina- 
tions of  the  sulphur  of  the  urine,  that  not  only  is  the  total  sulphur  generally  propor- 
tionate to  the  total  nitrogen,  but  likewise  the  relationship  between  oxiaized  sulphur  and 
total  sulphur  is  always  proportionate  to  that  between  urea  and  the  total  nitrogen.  The 
more  unoxidized  sulphur  is  eliminated,  the  more  do  we  find  in  the  urine  an  abundance 
of  nitrogeneous  compounds,  not  urea.  In  healthy  persons  on  a  mixed  diet  they  found 
that  19-24^  of  the  total  sulphur  was  organic  sulphur.  In  disease  the  percentage  is  ia 
part  dependent  upon  the  quantity  of  food,  which  prevents  any  conclusion  to  be  drawn 
as  to  tlie  influence  of  kind  and  extent  of  disease.  With  continuous  severe  dyspnoea,  the 
percentage  of  organic  snlpliur  may  nevertheless  rise  to  44^. 

According  to  Bbnedikt^  the  absolute  value  for  the  non-oxidizable  sulphur  varies 
only  within  narrow  limits,  and  it  is  much  less  dependent  upon  the  extent  of  proteid 
metabolism  than  upon  the  sulplmric-acid  value.  The  relative  value  depends,  in  the 
flrst  place,  upon  the  extent  of  sulphuric-acid  elimination,  and  correspondingly,  it  may 
be  smaller  with  extensive  pmteid  metabolism  and  greater  with  a  diminished  proteid 
metabolism.  Benbdikt  is  of  the  opinion  that  the  neutral  sulphur  combinations,  per- 
haps analogous  to  the  alloxuric  bodies,  have  their  origin  in  the  specific  destruction  of 
certain  tissue  constituents,  which  are  always  decomposed  in  rather  uniform  quanti- 
ties. 

The  total  quantity  of  sulphur  in  the  urine  is  determined  by  fusing  the  solid  urinary 
residue  with  saltpetre  and  caustic  alkali.  The  quantity  of  neutral  sulphur  is  deter- 
mined as  the  difference  between  the  total  sulphur  and  the  sulphur  of  the  sulpliate  and 
ethereal-sulphuric  acids.  The  readily  oxidizable  part  of  the  neutral  sulphur  is  deter- 
mined by  oxidation  with  bromine  or  potassium  chlorate  and  hydrochloric  acid  (Lupine, 
Jerome  ■*). 

Sulphuretted  hydrogen  occurs  in  urine  only  under  abnormal  conditions  or  as  a  de- 
composition product,  t-ulphurelted  hydrogen  may  be  produced  from  the  neutral 
sulphur  of  the  organic  substances  of  the  urine  by  the  action  of  certain  bacteria  (Fr. 
MiJLLER,  Salkowski  ").  Other  Investigators  have  given  hyposulphites  as  the  source  of 
the  sulphuretted  hydrogen.  The  occurrence  of  hyposulphites  in  normal  human  urine, 
which  is  asserted  by  Hefftbr,  is  disputed  by  Salkowski  and  Peesch."  Hyposul- 
phites occur  constantly  in  cat's  urine  and,  as  a  rule,  also  in  dog's  urine. 

Organic  combinations  containing  phosphorus  (glycero-phosphoric  acid,  phosphocaruic 
acid  (Rockwood),  etc.),  which  yield  phosphorifi  acid  on  fusing  with  saltpetre  and  caustic 
alkali,  are  also  found  in  urine  (Lepinb  and  Eymonnet,  Oertel').  With  a  total  elimi- 
nation of  about  3.0  grms.  total  PjOb,  Oertel  found  on  an  average  about  0.05  grms. 
PaOi  as  phosphorus  in  ori'anic  combination. 

Enzymes  of  various  kinds  have  been  isolated  from  the  urine.  Among  these  we  may 
mention  pepsin  (Bruckb  and  others),  diastatic  enzyme  (Cohnhbim  and  others).  The 
occurrence  of  rennin  and  trypsin  in  the  urine  is  doubtful  * 

Mucin.  The  nubecula  consists,  as  shown  by  K.  MORNSn,'  of  a  mucoid  which  con- 
tains 13.74^  N  and  3.3^  S.  This  mucoid,  which  apparently  originates  in  the  urinary 
passages,  may  pass  to  a  slight  extent  into  solution  in  the  urine.  In  regard  to  the  nature 
of  the  mucins  and  nucleoalbumins  otherwise  occurring  in  the  urine  we  refer  the  reader 
to  the  pathological  constituents  of  the  urine. 

'  Lepine,  1.  c. ;  Smith,  Zeitschr.  f.  physiol.  Chem.,  Bd.  17. 

'  Zeitschr.  f.  Biologie,  Bd.  37. 

•'  Zeitschr.  f.  klin.  Med.,  Bd.  36. 

*  Jerome,  Pflllger's  Arch.,  Bd.  60. 

'  Fr.  Mailer,  Berlin,  klin.  Wochenschr.,  1887  ;  Salkowski,  ibid.,  1888. 

«  Heffter,  Pfluger's  Arch.,  Bd.  38;  Salkowski,  ibid.,B(i.  39;  Presch,  Virchow's 
Arch.,  Bd.  119. 

'  Rockwood,  Du  Bois-Reymond's  Arch.,  1895;  Oertel,  Zeitschr.  f.  physiol.  Chem., 
Bd.  26,  which  cites  the  other  works. 

'  In  regard  to  the  literature  on  enzymes  in  the  urine  see  Huppert-Neubauer,  p.  599. 

'  Skand.  Arch.  f.  Physiol.,  Bd.  6. 
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Oxyproteie  acid  is  the  name  given  by  Bondzynski  and  Gotti-ibb  to  a  nilrogeiioua 
noiil  containing  siilpbuv,  wlioae  existence  in  liuman  urine  was  first  suggested  by  Topfek. 
It  seems  to  be  a  normal  constituent  of  human  and  dog's  urine,  but  is  found  to  a.  mucl* 
greater  extent  in  tlie  uriue  of  dogs  poisoned  with  phosphorus  (Bondzykski  and 
Gottlieb).  According  to  these  experimenters  it  has  the  formula  C4sHe2Ni4S03i  ,  and 
according  to  Clobtta'  C««HiuNao80a4.  It  does  not  contain  any  loosely  combine(J 
sulphur,  aud  yields  no  tyrosiu  on  cleaveage.  It  does  not  give  either  the  xautlioproteic- 
or  tlie  biuret  reaction.  It  gives  a  faint  response  with  Millon's  reiigcnl,  and  is  not  pre- 
cipitated by  phosphotungstic  acid;  hence  on  this  account  it  leads  to  an  error  in  the 
Pfluoeu  and  Bohland  method  for  estimating  urea.  Its  barium  salt  is  soluble  in  water 
but  insoluble  in  alcohol,  and  serves  in  the  preparation  of  the  acid  from  the  urine.  This 
acid  is  considered  as  an  intermediate  oxidation  product  of  proteids,  and  is  similar  iu 
certain  respects  to  Maly's  peroxyprotic  acid. 

Ptomaines  and  leucomaines  or  poisonous  substances  of  an  unliiiown  iiind,  which  are 
often  described  as  alkaloidal  substances,  occur  in  normal  urine  (Pouch bt,  Bouchard, 
Aducco.  and  others).  Under  pathological  conditions  the  quantity  of  these  substances 
may  be  increased  (Bouchard,  Lepine  and  Gubrin,  Villikrs,  Grifptths,  Albu,  aud 
others).  "Within  the  last  few  years  the  poisonous  properties  of  urine  have  been  the  sub- 
ject of  more  thorough  investigation,  especially  by  Bouchard.  He  found  that  the  night 
urine  is  less  poisonous  than  the  day  uriue,  and  that  the  poisonous  constituents  of  the 
day  and  night  urines  have  not  the  same  action.  In  order  to  be  able  to  compare  tli& 
toxic  power  of  the  urine  under  different  conditions,  Bouchard  determines  the  urotoxic 
coefficient,  which  is  the  weight  of  rabbit  in  Isilos  tliat  is  killed  by  the  quantity  of 
urine  excreted  by  one  kilo  of  the  person  experimented  upon  in  24  hours.' 

Baumann  and  v-  UdrXnszky  have  shown  that  ptomaines  may  occur  in  the  urine 
under  pathological  conditions.  They  demonstrated  the  presence  of  the  two  ptomaines- 
discovered  and  first  isolated  by  Brieger — putrescine,  dHuNa  (cetramethylendiamin), 
aud  cadaverin,  CsHnNa  (pentamethylendiamiu) — in  the  urine  of  a  patient  suffering  from 
cystinuria  and  catarrh  of  the  bladder.  Cadaverin  has  later  been  found  by  Stadthaqen 
aud  Brieger  in  the  urine  in  two  cases  of  cystinuria. 

Bkiegbr.  v.  UdrAnszky  and  Baumann,  aud  Stadthagen'  have  shown  that  neither 
these  nor  other  diamins  occur  under  physiological  conditions.  The  occurrence  in  nor- 
mal urine  of  any  "  urine  poison  "  is  denied  by  certain  investigators,  such  as  Stadtha- 
gen.  Beck,  and  v.  d.  Bbrgh.*  The  poisonous  action  of  the  urine,  according  to  them, 
is  due  in  part  to  the  potassium  salts  and  in  part  to  the  sum  of  the  toxicity  of  the  other 
normal  urinary  constituents  (urea,  creatinin,  etc.),  which  have  very  little  poisonous- 
action  individually.  The  same  experimenters  have  presented  very  forcible  objections  to 
Bouchard's  doctrine. 

Many  substances  have  been  observed  in  animal  urine  which  are  not  found  in  human 
urine.  To  these  belong  the  above-described  kynurenic  acid,  urocanic  acid,  also  found 
in  dog's  m-ine  and  which  seems  to  stand  in  some  relationship  to  the  purin  bases  ;  dama- 
lurie  acid  and  damolic  acid  (according  to  Schotten,"  probably  a  mixture  of  benzoic  acid 
with  volatile  fatty  acids),  obtained  by  the  distillation  of  cow's  urine  ;  and  lastly  lithuria 
acid,  found  in  the  urinary  concrements  of  certain  animals. 

III.  Inorganic  Constituents  of  Urine. 

Chlorides.  The  chlorine  occurring  in  urine  is  undoubtedly  combined! 
with  the  bases  contained  in  this  excretion;  the  chief  part  is  combined'with 
sodium.  In  accordance  with  this,  the  quantity  of  chlorine  in  the  urine  is- 
generally  expressed  as  NaCl. 


'  Boiulzynski  and  Gottlieb,  Central bl.  f,  d.  med.  Wissensch.,  1897,  No.  33 ;  TSpfer, 
ibid.,  No.  41 ;  Cloetta,  Arch.  f.  exp.  Patli.  u.  Pliarm.,  Bd,  40. 

'  A  complete  bibliography  on  ptomaines  and  leucomaines  in  the  tirine  is  found  in 
Huppert-Neubauer,  p.  403. 

'  Baumann  and  Udransky,  Zeitschr.  f.  physiol.  Chem.,  Bd.  13  ;  Stadthagen  and  Brie- 
ger, Virchow's  Arch.,  Bd.  115. 

*  Stadthagen,  Zeitschr.  f,  klin.  Med.,  Bd.  15  ;  Beck,  Ffluger's  Arch.,  Bd.  71 ;  v.  d. 
Bergh,  Zeitsch.  f.  klin.  Med.,  Bd  35. 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  7. 
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The  qaestion  as  to  whether  a  part  of  the  chlorine  contained  in  the  urine 
exists  as  organic  combinations,  as  considered  by  Beklioz  and  Lepinois,  is 
still  disputed." 

The  quantity  of  chlorine  combinations  in  the  urine  is  subject  to  con- 
siderable variation.  In  general  the  quantity  for  a  healthy  adult  on  a  mixed 
diet  is  10-15  grms.  NaCl  per  34  hours.  The  quantity  of  common  salt  in 
the  urine  depends  chiefly  upon  the  quantity  of  salt  in  the  food,  with  which 
the  elimination  of  chlorine  increases  and  decreases.  The  free  drinking  of 
water  also  increases  the  elimination  of  chlorine,  which  is  greater  during 
activity  than  during  rest  (at  night).  Certain  organic  chlorine  combina- 
tions, such  as  chloroform,  may  increase  the  elimination  of  inorganic 
chlorides  by  the  urine  (Zellek,  Kast'). 

In  diarrhoea,  in  quick  formation  of  large  transudations  and  exudations, 
also  in  specially  marked  cases  of  acute  febrile  diseases  at  the  time  of  the 
crisis,  the  elimination  of  common  salt  is  materially  decreased.  The 
elimination  is  abnormally  increased  in  the  first*  days  after  the  crisis  and 
during  the  absorption  of  extensive  exudations.  A  diminished  elimination 
of  chlorine  is  found  in  disturbed  absorption  in  the  stomach  and  intestine  in 
antemia,  where,  according  to  Mokaczewski,'  a  chlorine  retention  in  the 
blood  takes  place,  and  in  acute  and  chronic  diseases  of  the  kidneys  accom- 
panied with  albuminuria.  In  chronic  diseases  the  elimination  of  chlorine 
in  general  keeps  pace  with  the  nutritive  condition  of  the  body  and  the 
activity  of  the  excretion  of  the  urine.  As  under  physiological  conditions 
the  quantity  of  common  salt  taken  with  the  food  has  the  greatest  influence 
on  the  elimination  of  KaCl  in  disease. 

The  quajititative  estimation  of  chlorine  in  urine  is  most  simply  per- 
formed by  titration  with  silver-nitrate  solution.  The  urine  must  not 
contain  either  proteid  (wliich  if  present  must  be  removed  by  coagulation) 
or  iodine  or  bromine  compounds. 

Ill  the  presence  of  bromides  or  iodides  evaporate  a  measured  quantity  of  the  urine 
to  dryness,  fuse  the  residue  with  saltpetre  and  soda,  dissolve  the  fused  mass  in  water, 
and  remove  the  iodine  or  bromine  by  the  addition  of  dilute  sulphuric  acid  and  some 
nitrite,  nnd  thoroughly  shake  with  carbon  disulphide.  The  liquid  thus  obtained  may 
now  be  titrated  with  silver  nitrate  according  to  Volhard's  method.  The  quantity  of 
bromide  or  iodide  is  ralculnted  as  the  difference  between  the  quantity  of  silver-nitrate 
solution  used  for  the  titration  of  the  solution  of  the  fused  mass  and  the  quantity  used 
for  the  corresponding  volume  of  the  original  urine. 

The  otherwise  excellent  titration  method  of  Mohb,  according  to  which 
we  titrate  with  silver  nitrate  in  neutral  liquids,  using  neutral  potassium 
chromate  as  an  indicator,  cannot  be  used  directly  on  the  urine  in  careful 
work.  Organic  urinary  constituents  are  also  precipitated  by  the  silver  salt, 
and  the  results  are  therefore  somewhat  high  for  the  chlorine.    If  we  wish  to 

'  Berlioz  and  Lepinois,  see  Chem.  Centralbl,,  1894;  Bd.  1,  and  1895,  Bd.  1  ;   also 
Petit  and  Terrat,  ibid.,  1894,  Bd.  2,  and  Vilali,  ihid.,  1897;  Bd.  3. 
'  Zeller,  Zeitschr.  f.  physiol.  Chem.,  Bd.  8;  Kast,  ibid.,  Bd.  11. 
'  Virchow's  Arch.,  Bdd.  139  and  146. 
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use  this  method,  the  organic  urinary  constitnents  must  first  be  destroyed. 
Por  this  purpose  evaporate  to  dryness  5-10  c.c.  of  the  urine,  after  the 
addition  of  1  grm.  of  chlorine-free  soda  and  1-2  grms.  chlorine-free  salt- 
petre, and  carefalfy  fase.  The  mass  is  dissolved  in  water,  acidified  faintly 
with  nitric  acid,  and  then  neutralized  exiactly  with  pure  lime  carbonate. 
This  neutral  solution  is  used  for  the  titration. 

K 
The  silver-nitrate  solution  may  be  a  —  solution.     It  is  often  made  of 

«uch  a  strength  that  each  c.c.  corresponds  to  0.006  grm.  01  or  0.01  grm. 
NaCl.  This  last-mentioned  solution  contains  29.075  grms.  AgNO,  in 
1  litre. 

Fkeund  and  Tobpfee,  as  well  as  Bodtkee,"  have  suggested  modifica- 
tions of  Mohe's  method. 

Volhaed's  Method.  Instead  of  the  preceding  determination,  VoL- 
baed's  method,  which  can  be  performed  directly  on  the  urine,  may  be 
employed.  The  principle  is  as  follows:  All  the  chlorine  from  the  urine 
acidified  with  nitric  acid  is  precipitated  by  an  excess  of  silver  nitrate, 
filtered,  and  in  a  measured  part  of  the  filtrate  the  quantity  of  silver  added 
in  excess  is  determined  by  means  of  a  sniphocyanide  solution.  This  excess 
of  silver  is  completely  precipitated  by  the  sulphocyanide,  and  a  solution  of 
some  ferric  salt,  which,  as  is  well  known,  gives  a  blood-red  reaction  with 
the  sinallest  quantity  of  sulphocyanide,  is  used  as  an  indicator. 

We  require  the  following  solutions  for  this  titration:  1.  A  silver-nitrate 
solution  which  contains  29.075  grms.  AgNO,  per  litre  and  of  which  each 
c.c.  corresponds  to  0.01  grm.  NaCl  or  0.00607  grm.  01;  2.  A  saturated 
solution  at  the  ordinary  temperature  of  chlorine-free  iron  alum  or  ferric 
sulphate;  3.  Ohlorine-free  nitric  acid  of  a  specific  gravity  of  1.2;  4.  A 
potassinm-sulphocyanide  solution  which  contains  8.3  grms.  KONS  per  litre, 
and  of  which  2  c.c.  corresponds  to  1  c.c.  of  the  silver-nitrate  solution. 

About  9  grms.  of  potassium  sulphocyanide  are  dissolved  in  water  and  diluted  to 
one  litre.  The  quantity  of  KCNS  contained  in  this  solution  is  deteimined  by  the  silver- 
nitrate  solution  in  the  following  way  :  Measure  exactly  10  c.  c.  of  the  silver  solution  and 
treat  with  5  c.  c.  of  nitric  acid  and  1-3  c.  c.  of  the  ferric-salt  solution,  aud  dilute  with 
water  to  about  100  c.  c.  Now  the  sulphocyanide  solution  is  added  from  a  burette,  con- 
stantly stirring,  until  a  permanent  faint  red  coloration  of  the  liquid  takes  place.  The 
quantity  of  sulphocyanide  found  in  the  solution  by  this  means  indicates  how  much  it 
must  be  diluted  to  he  of  the  proper  strength.  Titrate  once  more  with  10  c.  c.  AgNOa 
solution  and  correct  the  sulphocyanide  solution  by  the  careful  addition  of  water  until 
20  c.  c.  exactly  corresponds  to  10  c.  c.  of  the  silver  solution. 

The  determination  of  the  chlorine  in  the  urine  is  performed  by  this 
method  in  the  following  way:  Exactly  10  c.c.  of  the  urine  is  placed  in  a 
flask  which  has  a  mark  corresponding  to  100  c.c;  5  c.c.  nitric  acid  is 
added;  dilute  with  about  50  c.c.  water,  and  then  allow'exactly  20  c.c.  of 
the  silver-nitrate  solution  to  flow  in.  Olose  the  flask  with  the  thumb  and 
shake  well,  slide  off  the  thumb  and  wash  it  with  distilled  water  into  the 
flask,  and  fill  the  flask  to  the  100-c.c.  mark  with  distilled  water.  Olose 
again  with  the  thumb,  carefully  mix  by  shaking,  and  filter  through  a  dry 
Alter.  Measure  ofE  50  c.c.  of  the  filtrate  by  means  of  a  dry  pipette,  add 
3  c.c.  ferric-salt  solution,  and  allow  the  sulphocyanide  solution  to  flow  in 

'  Freund  and  Toepfer,  see  Maly's  Jahresber.,  Bd.  22  ;  BOdtker,  Zeitschr.  f.  physiol. 
Chem.,Bd.  30. 
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nntil  the  liquid  above  the  precipitate  has  a  permanent  red  color.  The  cal- 
culation is  very  simple.  For  example,  if  4.6  c.c.  of  the  sulphocyanide 
solution  was  necessary  to  produce  the  final  reaction,  then  for  100  c.c.  of 
the  filtrate  (==  10  c.c.  urine)  9.3  c.c.  of  this  solution  is  necessary. 
9.2  c.c.  of  the  sulphocyanide  solutioa  corresponds  to  4.6  c.c.  of  the  silver 
solution,  and  since  30  —  4.6  =  16.4  c.c.  of  the  silver  solution  was  neces- 
sary to  completely  precipitate  the  chlorides  in  10  c.c.  of  the  urine,  then 
10  c.c.  contains  0.154  grm.  NaCl.  The  quantity  of  sodium  chloride  in  the 
urine  is  therefore  1.54^  or  15A''/aii-  If  we  always  use  10  c.c.  for  the 
determination,  and  always  30  c.c.  AgNOj ,  and  dilute  with  water  to  100 
c.c,  we  find  the  quantity  of  NaCl  in  1000  parts  of  the  urine  by  subtracting 
the  number  of  c.c.  of  sulphocyanide  (R)  required  with  50  c.c.  of  the  filtrate 
from  30.     The  quantity  of  NaCl  p.  m.  is  therefore  under  these  circum- 

stances  =  20  —  R,  and  the  percentage  of  IvaCl  =  — —r — . 

The  approximate  estimation  of  chlorine  in  the  urine  (which  must  be 
free  from  proteid)  is  made  by  strongly  acidifying  with  nitric  acid  and  then 
adding  to  it,  drop  by  drop,  a  concentrated  silver-nitrate  solution  (1  :  8). 
In  a  normal  quantity  of  chlorides  the  drop  sinks  to  the  bottom  as  a  rather 
compact  cheesy  lump.  In  diminished  quaatities  of  chlorides  the  precipitate 
is  less  compact  and  coherent,  and  in  the  presence  of  very  little  chlorine  a 
fine  white  precipitate  or  only  a  cloudiness  or  opalescence  is  obtained.   ' 

Phosphates.  Phosphoric  acid  occurs  in  acid  urines  partly  as  double-acid> 
MHjPO, ,  and  partly  as  simple-acid,  M,HPO, ,  phosphates,  both  of  which 
may  be  found  in  acid  urines  at  the  same  time.  Ott  '  found  that  on  an 
average  60^  of  the  total  phosphoric  acid  was  double-  and  40^  was  simple- 
acid  phosphate.  The  total  quantity  of  phosphoric  acid  is  very  variable  and 
depends  on  the  kind  and  the  quantity  of  food.  The  average  quantity  of 
PjOj  is  in  round  numbers  3.5  grms.,  with  a  variation  of  1-5  grms.,  per 
day.  A  small  part  of  the  phosphoric  acid  of  the  urine  originates  from 
the  burning  of  organic  compounds,  nuclein,  protagon,  and  lecithin,  within 
the  organism;  on  exclusive  feeding  with  substances  rich  in  nuclein  or 
pseudonuclein  the  quantity  of  phosphates  is  essentially  increased."  The 
greater  part  originates  from  the  phosphates  of  the  food,  and  the  quantity  of 
eliminated  phosphoric  acid  is  greater  when  the  food  is  rich  in  alkali  phos- 
phates in  proportion  to  the  quantity  of  lime  and  magnesia  phosphates.  If 
the  food  contains  much  lime  and  magnesia,  large  quantities  of  earthy  phos- 
phates are  eliminated  by  the  excrement;  and  even  though  the  food  contains 
considerable  amounts  of  phosphoric  acid  in  these  cases,  the  quantity  of 
phosphoric  acid  in  the  urine  is  small.  Such  a  condition  is  found  in 
herbivora,  whose  urine  is  habitually  poor  in  phosphates.  The  extent  of  the 
elimination  of  phosphoric  acid, by  the  urine  depends  not  only  upon  the  total 

1  Zeitschr.  f.  physiol.  Chem.,  Bd.  10. 

«  See  A.  Gumlich,  Zeitschr.  f.  physiol.  Chem.,  Bd.  18;  Eoos,  ibid.,  Bd.  21 ;  Wein- 
traud,  Du  Bois-Reymond's  Arch.,  1895  ;  Mllroy  and  Malcolm,  Journ.  of  Physiol.,  Vol. 
23;  RShmann  and  Steinltz,  Pfliiger's  Arch.,  Bd.  72. 
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quantity  of  phosphoric  acid  in  the  food,  hut  also  upon  the  relative  amounts 
of  alkaline  earths  and  the  alkali  salts  in  the  food.  According  to  Peeysz, 
Olsavszkt,  Klug,  and  I.  Munk  '  the  elimination  of  phosphoric  acid  is 
considerably  increased  by  intense  muscular  work. 

As  the  extent  of  the  elimination  of  phosphoric  acid  is  mostly  dependent 
upon  the  character  of  the  food  and  the  absorption  of  the  phosphates  in  the 
intestine,  it  is  apparent  that  the  relationship  between  the  nitrogen  and 
the  phosphoric  acid  in  the  urine  can  only  be  approximately  constant  with 
a  certain  uniform  food.  Thus  on  feeding  with  an  exclusively  meat  diet,  as 
observed  by  VoiT "  in  dogs,  when  the  nitrogen  and  phosphoric  acid  (P,OJ 
of  the  food  exactly  reappeared  in  the  urine  and  faeces  the  relationship  was 
8.1  :  1.  In  starvation  this  relationship  is  changed,  namely,  relatively  more 
phosphoric  acid  is  eliminated,  which  seems  to  indicate  that  besides  flesh  and 
related  tissues  another  tissue  rich  in  phosphorus  is  largely  destroyed.  The 
starvation  experiments  show  that  this  is  the  bone-tissue. 

Little  is  known  positively  in  regard  to  the  elimination  of  phosphoric 
acid  in  disease.  As  shown  by  several  observers,  in  febrile  diseases  the 
quantity  of  phosphoric  acid  as  compared  with  the  nitrogen  is  considerably 
decreased,  which  is  perhaps  due  to  a  retention  of  the  phosphates  in  fevers.' 
In  diseases  of  the  kidneys  the  activity  of  these  Organs  in  eliminating  the 
phosphates  may  be  considerably  diminished  (Flbischek  *) .  The  quantity 
of  phosphoric  acid  eliminated  is  increased  in  meningitis,  diabetes  mellitus, 
in  increased  destruction  of  tissues  rich  in  nnclein,  also  in  acute  phosphorus- 
poisoning  and  in  phosphate  diabetes.  The  statements  in  regard  to  the 
quantity  of  phosphate  in  the  urine  in  rachitis  and  in  osteomalacia  are  some- 
what contradictory. 

Quantitative  Estimation  of  the  Total  Phosphoric  Acid  in  the  Urine.  This 
estimation  is  most  simply  performed  by  titrating  with  a  solution  of  uranium 
acetate.  The  principle  of  the  titration  is  as  follows:  A  warm  solution  of 
phosphates  containing  free  acetic  acid  gives  a  whitish-yellow  precipitate  of 
uranium  phosphate  with  a  solution  of  a  uranium  salt.  This  precipitate  is 
insoluble  in  acetic  acid,  but  dissolves  in  mineral  acids,  and  on  this  account 
there  is  always  added,  in  titrating,  a  certain  quantity  of  sodium-acetate  solu- 
tion. Potassium  ferrocyanide  is  used  as  the  indicator,  which  does  not  act  on 
the  uranium-phosphate  precipitate,  but  gives  a  reddish-brown  precipitate  or 
coloration  in  the  presence  of  the  smallest  amount  of  soluble  uranium  salt. 
The  solutions  necessary  for  the  titration  are:  1.  A  solution  of  a  uranium 
salt  of  which  each  c.c.  corresponds  to  0.005  grm.  P^O^  and  which  contains 
30.3  grms.  uranium  oxide  per  litre.     30  c.c.  of  this  solution  corresponds  to 

'  Preysz,  see  Maly's  Jahresber.,  Bd.  21 ;  Olsavszky  and  Klug,  PflUger's  Arch.,  Bd. 
54  ;  Muuk,  Du  Bois-Keymond'a  Arch.,  1895. 

'  Physiologie  des  allgemeinen  StofEwechsels  und  der  Ernahrung  in  L.  Hermann's 
Haudbuch,  Bd.  6,  Thl.  1,  S.  79. 

'  See  RemPicci  and  Bernasconi,  Maly's  Jahresber.,  Bd.  24,  S.  574. 

*  Deutsch.  Arch.  f.  lOin.  Med.,  Bd.  29. 
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0.100  grm.  PjOj.     2.  A  solution  of  Bodium  acetate.    3.  A  freshly  prepared 
solution  of  potassium  ferrocyanide. 

The  uranium  Bolution  is  prepared  from  uranium  nitrate  or  acetate.  Dissolve  about 
35  grms.  uranium  acetate  in  water,  add  some  acetic  acid  to  facilitate  solution,  and  dilute 
to  one  litre.  The  strength  of  this  solution  is  determined  by  titrating  with  a  solution  of 
sodium  phosphate  of  known  strength  (10.085  grms.  crystallized  salt  in  1  litre,  which  cor- 
responds to  0.100  grm.  PaOs  in  50  c.  c).  Proceed  in  the  same  way  as  in  the  titration  of 
the  urine  (see  below),  and  correct  the  solution  by  diluting  with  water,  and  titrate  again 
until  20  c.  c.  of  the  uranium  solution  corresponds  exactly  to  50  c.  c.  of  the  above  phos- 
phate solution. 

The  sodium-acetate  solution  should  contain  10  grms.  sodium  acetate  and  10  grms. 
cone,  acetic  acid  in  100  c.  c.  For  each  titration  5  c.  c.  of  this  solution  is  used  with  50 
c.  c.  of  the  urine. 

Ill  performing  the  titration,  mix  50  c.c.  of  filtered  urine  in  a  beaker 
with  5  c.c.  of  the  sodium  acetate,  cover  the  beaker  with  a  watch-glass,  and 
warm  over  the  water-bath.  Then  allow  the  uranium  solution  to  flow  in 
from  a  burette,  and,  when  the  precipitate  does  not  seem  to  increase,  place 
a  drop  of  the  mixture  on  a  porcelain  plate  with  a  drop  of  the  potassiura- 
ferrocyanide  solution.  If  the  amount  of  uranium  solution  employed  is  not 
suflBcient,  the  color  remains  pale  yellow  and  more  uranium  solu  tion  must  be 
added;  but  as  soon  as  the  slightest  excess  of  uranium  solution  has  been 
used  the  color  becomes  faint  reddish  brown.  When  this  point  has  been 
obtained,  warm  the  solution  again  and  add  another  drop.  If  the  color 
remains  of  the  same  intensity,  the  titration  is  ended;  but  if  the  color  varies, 
add  more  uranium  solution,  drop  by  drop,  until  a  permanent  coloration  is 
obtained  after  warming,  and  now  repeat  the  test  with  another  50  c.c.  of  the 
urine.  The  calculation  is  so  simple  that  it  is  unnecessary  to  give  an 
example. 

In  the  above  manner  we  determine  the  total  quantity  of  phosphoric  acid 
in  the  urine.  If  we  wish  to  know  the  phosphoric  acid  combined  with 
alkaline  earths  or  with  alkalies,  we  first  determine  the  total  phosphoric  acid 
in  a  portion  of  the  urine  and  then  remove  the  earthy  phosphates  in  another 
portion  by  ammonia.  The  precipitate  is  collected  on  a  filter,  washed, 
transferred  in  a  beaker  with  water,  treated  with  acetic  acid,  and  dissolved 
by  warming.  This  solution  is  now  diluted  to  50  c.c.  with  water,  and  5  c.c. 
sodium-acetate  solution  added,  and  titrated  with  uranium  solution.  The 
difference  between  the  two  determinations  gives  the  quantity  of  phosphoric 
acid  combined  with  the  alkalies.  The  results  obtained  are  not  quite 
accurate,  as  a  partial  transformation  of  the  monophosphates  of  the  alkaline 
earths  and  also  calcium  diphosphate  into  triphosphates  of  the  alkaline  earths 
and  ammonium  phosphate  takes  place  on  precipitating  with  ammonia, 
which  gives  too  high  results  for  the  phosphoric  acid  combined  with  alkalies 
remaining  in  solution.   ' 

Determination  of  Acidity  of  the  Urine.  As  previously  remarked,  we 
consider  the  quantity  of  phosphoric  acid  as  double-acid  salts  as  a  measure 
of  the  degree  of  acidity  of  the  urine.  This  may  be  determined  by  titrating 
with  uranium  solution  in  the  filtrate  after  the  precipitation  of  the  mono- 
acid  salts  by  barium  chloride.  If  the  total  phosphoric  acid  has  been  deter- 
mined in  another  portion  of  the  urine  by  titration,  the  quantity  of  phos- 
phoric acid  as  mono-acid  phosphates  is  found  in  the  difference  between  these 
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two  results.     The  determination  is  performed,  according  to  Preund  and 
LiEBLEiN,'  as  follows: 

The  total  phosphoric  acid  is  first  determined  in  the  urine.  Then 
75  c.c.  of  the  urine  is  treated  with  enough  normal  barium-chloride  solu- 
tion (122  grm.  BaCl,,2H,0  in  1000  c.c.  water)  to  make  the  volume  measure 
90  c.c.  This  is  shaken,  filtered  until  a  clear  filtrate  is  obtained  when  60  c.c. 
(=  50  c.c.  of  the  urine)  is  measured  off  and  the  phosphoric  acid  deter- 
mined by  uranium  solution.  The  results  are  not  quite  exact,  as  in  the 
precipitation  of  the  urine  with  BaCl,  about  3$^  of  the  phosphoric  acid  of  the 
mono-acid  salts  remain  in  solution  as  di-acid  salts,  and  hence  a  correspond- 
ing correction  must  be  made.  As  one  third  of  the  phosphoric  acid  of  the 
di^acid  phosphate  is  united  with  fixed  bases,  Lieblbik  is  of  the  opinion 
that  in  calculating  the  acidity  of  a  urine  only  two  thirds  of  this  phosphoric 
acid  is  to  be  ascribed  thereto.  Other  methods  have  been  suggested  by 
Fkeukd  and  Toepfek  and  t.  Jagee. 

Sulphates.  The  sulphuric  acid  of  the  urine  originates  only  to  a  very 
small  extent  from  the  sulphates  of  the  food.  A  disproportionately  greater 
part  is  formed  by  the  burning  of  the  proteids  containing  sulphur  within 
the  body,  and  it  is  chiefiy  this  formation  of  sulphuric  acid  from  the  proteids 
which  gives  rise  to  the  previously  mentioned  excess  of  acids  over  the  bases 
in  the  urine.  The  quantity  of  sulphuric  acid  eliminated  by  the  urine 
amounts  to  about  2.5  grms.  H^SO,  per  day.  As  the  sulphuric  acid 
chiefly  originates  from  the  proteids,  it  follows  that  the  elimination  of  sul- 
phuric acid  and  the  elimination  of  nitrogen  are  nearly  parallel,  and  the 
relationship  N  :  H^SO,  is  about  5:1.  A  complete  parallelism  can  hardly 
be  expected,  as  in  the  first  place  a  part  of  the  sulphur  is  always  eliminated 
as  neutral  sulphur,  and  secondly  because  the  small  proportion  of  sulphur  in 
different  protein  bodies  undergoes  greater  variation  as  compared  with  the 
large  proportion  of  nitrogen  contained  therein.  In  general  the  relationship 
between  the  elimination  of  nitrogen  and  sulphuric  acid  under  normal  and 
under  diseased  conditions  runs  rather  parallel.  Sulphuric  acid  occurs  in  the 
urine  partly  preformed  (sulphate-sulphuric  acid)  and  partly  as  ethereal- 
sulphuric  acid.  The  first  is  designated  as  A-  and  the  other  as  5-Bulphuric 
acid. 

The  quantity  of  total  sulphuric  acid  is  determined  in  the  following  way, 
but  at  the  same  time  the  precautions  described  in  other  works  must  be 
observed:  100  c.c.  of  filtered  urine  is  treated  with  5  c.c.  concentrated 
hydrochloric  acid  and  boiled  for  fifteen  minutes.  While  boiling  precipitate 
with  2  c.c.  of  a  saturated  Bad,  solution,  and  warm  for  a  little  while  until 
the  barium  sulphate  has  completely  settled.  The  precipitate  mast  then  be 
washed  with  water  and  also  with  alcohol  and  ether  (to  remove  resinous 
substances),  and  then  treated  according  to  the  usual  method. 

The  separate  determination  of  the  sulphate-sulphuric  acid  and  the 
ethereal-sulphuric  acid  may  be   accomplished,   according   to  Baumann's 

'  Freund,   Centralbl.   f.   d.   med.   Wissonsch.,  1892,  S.  689  ;  Lieblein,  Zeitsohr.  f. 
physiol.  Cham.,  Bd.  20;  Freund  and  Toepfer,  ibid.,  Bd.  19  ;  de  Jager,  iUd.,  Bd.  24. 
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method,  by  first  precipitating  the  sulphate-salphuric  acid  from  the  urine 
acidified  with  acetic  acid  by  BaCl,,  then  decomposing  the  ethereal- 
sulpharic  acid  by  boiling  after  the  addition  of  liydrochloric  acid,  and  then 
determining  the  sulphuric  acid  set  free  as  barium  sulphate.  A  still  better 
method  is  the  following,  suggested  by  Salkowski  ' : 

200  c.c.  of  urine  is  precipitated  by  an  equal  volume  of  a  barium  solation 
which  consists  of  3  vols,  barium  hydrate  and  1  vol.  barium- chloride  solu- 
tion, both  saturated  at  the  ordinary  temperature.  Filter  through  a  dry 
filter,  measure  off  100  c.c.  of  the  filtrate  which  contains  only  the  ethereal- 
sulphuric  acid,  treat  with  10  c.c.  hydrochloric  acid  of  a  specific  gravity 
1.13,  boil  for  fifteen  minutes,  and  then  warm  on  the  water-bath  until  the 
precipitate  has  completely  settled  and  the  supernatant  liquid  is  entirely 
clear.  Filter  and  wash  with  warm  water,  and  with  alcohol  and  ether,  and 
proceed  according  to  the  generally  prescribed  method.  The  difference 
between  the  ethereal-sulphuric  acid  found  and  the  total  quantity  of  sulphuric 
acid  as  determined  in  a  special  portion  of  urine  is  taken  to  be  the  quantity 
of  sulphate-sulphuric  acid. 

Nitrates  occur  in  small  quantities  in  human  urine  (Schonbein),  and  tbey  probably 
originate  from"  the  drinliing- water  and  the  food.  According  to  Wbtl  and  Citron  '  the 
quantity  of  nitrates  is  smallest  with  a  meat  diet  and  greatest  with  vegetable  food.  The 
average  amount  is  about  43.5  milligrammes  per  litre. 

Potassium  and  Sodium.  The  quantity  of  these  bodies  eliminated  by  the 
urine  by  a  healthy  full-grown  person  on  a  mixed  diet  is,  according  to 
Salkowski,'  3-4  grms.  K,0  and  5-8  grms.  Na^O,  with  an  average  of 
about  3-3  grms.  K,0  and  4^6  grms.  Na,0.  The  proportion  of  K  to  Na  is 
ordinarily  as  3  :  5.  The  quantity  depends  above  all  upon  the  food.  In 
starvation  the  urine  may  become  richer  in  potassium  than  in  sodium,  which 
results  from  the  lack  of  common  salt  and  the  destruction  of  tissue  rich  in 
potassium.  The  quantity  of  potassium  may  be  relatively  increased  during 
fever,  while  after  the  crisis  the  reverse  is  the  case. 

The  quantitative  estimation  of  these  bodies  is  performed  by  the  gravi- 
metric methods  as  described  in  works  on  quantitative  analysis. 

Ammonia.  Some  ammonia  is  habitually  found  in  human  urine  and  in 
that  of  carnivora.  As  above  stated  (page  413),  this  ammonia  may  repre- 
sent, on  the  formation  of  urea  from  ammonia,  the  small  amount  of 
ammonia  which,  because  of  the  excess  of  acids  formed  by  the  combustion, 
as  compared  with  the  fixed  alkalies,  is  united  with  such  acids,  and  in  this 
way  is  excluded  from  the  synthesis  to  urea.  This  view  is  confirmed  by  the 
observations  of  Coeaitda,  who  found  that  the  elimination  of  ammonia  was 
smaller  on  a  vegetable  diet  and  larger  on  a  rich  meat  diet  than  on  a 
mixed  diet.  On  a  mixed  diet  the  average  amount  of  ammonia  eliminated 
by   the    urine  is  about   0.7   grm.    NH,   per   day   (Neubauer).     Ail  the 

'  Baumauu,  Zeitschr.  f.  physiol.  Ohem.,  Bd.  1  ;  Salkowski,  Virchow's  Arch.,  Bd.  79. 
'  SchOnbein,  Journ.  f.  prakt.  Chem.,  Bd.  93  ;  "Weyl,  Virchow's  Arch.,  Bd.  96,  with 
Citron,  ibid.,  Bd.  101. 
"iJjc?.,  Bd.  53. 
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ammonia  of  the  urine,  as  above  stated,  is  not  represented  by  the  residue 
which  has  eluded  synthesis  into  nrea  by  neutralization  by  acids,  because,  as 
shown  by  Stadbi/MANN  and  Beckmank,"  ammonia  is  eliminated  by  the 
nrine  even  during  the  continuous  administration  of  fixed  alkalies. 

Ammonia  exists  on  an  average  of  about  0.96  milligramme  in  100  c.o. 
human  blood,  and  in  difEerenb  amounts  in  all  the  tissues  thus  far  investi- 
gated.' According  to  Nencki  and  Zaleski'  it  is  abundantly  formed 
in  the  cells  of  the  digestive  glands,  the  stomach,  the  pancreas,  and  the 
intestinal  mucosa  (of  dogs)  at  the  time  when  proteid  foods  are  being  digested 
and  transported  to  the  liver.  As  the  ammonia  introduced  in  the  liver 
is  transformed  into  urea  (see  above),  we  can  therefore  expect  that  in 
certain  diseases  of  the  liver  an  increased  elimination  of  ammonia  and  a 
decreased  elimination  of  urea  will  occur.  In  how  far  this  is  true  has 
already  been  stated  (page  415),  and  we  refer  to  the  researches  of  the  various 
authors  there  cited. 

In  man  and  carnivora  the  elimination  of  ammonia  is  increased  by  the 
introduction  of  mineral  acids  and,  as  shown  by  JoLiif,  also  by  such  organic 
acids  as  benzoic  acid,  which  are  not  destroyed  in  the  body,  act  in  a  similar 
manner.  The  ammonia  set  free  in  the  proteid  destruction  is  in  part  used 
in  the  neutralization  of  the  acids  introduced,  and  in  this  way  a  destructive 
abstraction  of  fixed  alkalies  is  prevented.  Herbivora,  on  the  contrary,  lack 
this  property  or  have  it  only  to  a  slight  extent  (Wintbebekg  *).  In  them 
the  acids  introduced  are  neutralized  by  fixed  alkalies ;  hence  the  introduc- 
tion of  mineral  acids  soon  causes  a  destructive  action  on  account  of  the 
abstraction  of  alkalies. 

Acids  formed  in  the  destruction  of  proteids  in  the  body  act  like  those 
introduced  from  without  on  the  elimination  of  ammonia.  For  this  reason 
the  quantity  of  ammonia  in  human  and  carnivoral  urine  is  increased  under 
such  conditions  and  in  such  diseases  where  an  increased  formation  of  acid 
takes  place  because  of  an  increased  metabolism  of  proteids.  This  is  the  case 
with  lack  of  oxygen  in  fevers  and  diabetes.  In  the  last-mentioned  disease 
organic  acids,  /J-oxybutyric  acid,  and  aceto-acetic  acid,  are  produced  which 
pass  into  the  urine  combined  with  ammonia.' 

'  Coranda,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  12;  Stadelmann  (and  Beckinann), 
■"Einfluss  der  Alkalien  auf  den  Stoflwechsel,"  etc.     Stuttgart,  1890. 

'  See  Salaskin,  Zeitschr.  f.  physiol.  Chem.,  Bd.  25,  S.  449. 

'  Arch,  des  science  biol.  de  St.  Pe'ersbourg,  Tome  4,  and  Salaskin,  1.  c.  See  also 
Nencki  and  Zaleski,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  37. 

*  Jolin,  Skand.  Arch.  f.  Physiol.,  Bd.  1  ;  'Wiiiterberg,  Zeitschr.  f.  physiol.  Chem., 
Bd.  35.  In  regard  to  the  behavior  of  ammonium  salts  in  the  animal  body  see  Rumpf 
and  Kleine,  Zeitschr.  f.  Blologie,  Bd.  34,  and  the  works  cited  on  page  412. 

6  On  the  elimination  of  ammonia  in  disease  see  the  recent  works  of  Rumpf,  Virchow's 
Arch.,  Bd.  143;  Hallervorden,  ibid.' 
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The  detection  and  quantitative  estimation  of  ammonia  is  performed 
generally  according  to  the  method  suggested  by  Schlosiitg.  The  principle 
of  this  method  is  that  the  ammonia  from  a  measured  amount  of  urine  is  set 
free  by  lime-water  in  a  closed  vessel  and  absorbed  by  a  measured  amount  of 

—  sulphuric  acid.     After  the  absorption  of  the  ammonia  the  quantity  is 

determined  by  titrating  the  remaining  free  sulphuric  acid  with  a  —  caustic 

alkali  solution.  This  method  gives  low  results,  and  in  exact  work  we  must 
proceed  as  suggested  by  Bohlakd.  '  Other  methods  have  been  suggested  bj 
ScHMiEDBBBEG  and  by  Latsohenberqer.  ' 

Calcium  and  magnesium  occur  in  the  urine  for  the  most  part  as  phos- 
phates. The  quantity  of  earthy  phosphates  eliminated  daily  is  somewhat 
more  than  1  gr.,  and  of  this  amount  f  is  magnesium  and  -J  calcium  phos- 
phate. In  acid  urines  the  simple-  as  well  as  the  double-acid  earthy 
phosphates  are  found,  and  the  solubility  of  the  first,  among  which  the 
calcium  salt  CaHPO,  is  especially  insoluble,  is  particularly  augmented  by 
the  presence  of  doable-acid  alkali  phosphate  and  sodium  chloride  in  the 
urine  (Ott°).  The  quantity  of  alkaline  earths  in  the  urine  depends  on  the 
composition  of  the  food.  The  absorbed  lime  salts  are  in  great  part  precipi- 
tated again  in  the  intestine,  and  the  quantity  of  lime  salts  in  the  urine  is; 
therefore  no  measure  of  the  absorption  of  the  same.  The  introduction  of 
readily  soluble  lime  salts  or  the  addition  of  hydrochloric  acid  to  the  food 
may  therefore  cause  an  increase  in  the  quantity  of  lime  in  the  urine,  while 
the  reverse  takes  place  on  adding  alkali  phosphate  to  the  food.  Nothing  is 
known  with  positiveness  in  regard  to  the  constant  and  regular  change  in 
the  elimination  of  calcium  and  magnesium  salts  in  disease.  The  increased 
elimination  observed  in  diabetes  is  chiefly  dependent  upon  an  increased 
consumption  of  food  and  liquids  (Tenbaum  '). 

The  quantity  of  calcium  and  magnesium  is  determined  according  to  the 

ordinary  well-known  methods. 

Iron  occurs  ia  the  urine  only  in  small  quantities,  and,  as  it  seems  from  the  investiga- 
tions of  Kttnkbl,  Giacosa,  Egbert  and  his  pupils,  it  does  not  exist  as  a  salt,  but  as  an 
organic  combination — in  part  as  pigment  or  chromogen.  The  statements  in  regard  ta 
the  iron  present  seem  to  show  that  the  quantity  is  very  variable,  from  1  to  11  milli- 
grammes per  litre  of  urine  (Magnibb,  Gottlieb,  Kobbrt  and  his  pupils).  Jolles* 
found  as  an  average  for  12  persons  8  milligrammes  iron  in  24  hours.     The  quantity  of 

'  Pflilger's  Arch.,  Bd.  43,  S.  32. 

"  Schmiedeberg,  Arch,  f.  exp.  Path.  u.  Pharm.,  Bd.  7 ;  Latschenberger,  Monats- 
heftef.  Chem.,  Bd.  5. 

»  Zeitschr.  f.  physiol.  Chem.,  Bd.  10. 

'  Zeitschr.  f.  Biologie,  Bd.  33. 

'  Kunkel,  cited  from  Maly's  Jahresber.,  Bd.  11;  Giacosa,  ibid.,  Bd.  16;  Robert, 
Arbeiten  des  pharm.  Instit.  zu  Dorpat,  Bd.  7 ;  Magnier,  Ber.  d.  deutsch.  chem. 
Gesellsch.,  Bd.  7;  Gottlieb,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  26;  Jolles,  Zeitschr.  f,. 
anal.  Chem..  Bd.  36. 
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filicCc  acid  is  ordinarily  stated  to  amount  to  about  0.03  p.  m.     Traces  of  hydrogen  per- 
oxide also  occur  in  the  urine. 

,        The  gases   of  the  urine  are  carbon  dioxide,   nitrogen,   and  traces  of 

oxygen.     The  qnantity  of  nitrogen  is  not  quite  1    vol.   per  cent.     The 

carbon  dioxide  varies  considerably.     In  acid  urines  it  is  hardly  one  half  as 

great  as  in  neutral  or  alkaline  urines. 

IV.  The  Quantity  and  Quantitative  Composition  of 

Urine. 

A  direct  participation  of  the  kidney  substance  in  the  formation  of  the 
urinary  constituents  is  proved  at  least  for  one  constituent  of  the  urine, 
namely,  hippnric  acid.  It  is  hardly  to  be  doubted  that  the  kidneys  as  well 
as  the  tissaes  generally  have  a  certain  part  to  play  in  the  formation  of  other 
urinary  constituents,  bat  their  chief  task  consists  in  separating  and  remov- 
ing urinary  constituents  dissolved  in  the  blood  which  have  been  taken  up 
by  it  from  other  organs  and  tissues. 

It  has  been  shown  by  the  experiments  of  numerous  investigators  that 
the  elimination  of  water  and  the  remaining  urinary  constituents  is  not 
alone  produced  by  simple  difEusion  and  filtration."  It  is  generally  conceded 
that  the  urinary  excretion  is  caused  essentially  by  a  specific  activity  of 
the  cells  of  the  epithelium  of  the  urinary  passages,  the  processes  of  fil- 
tration and  difEusion  also  taking  part.  The  excretion  of  urine  in  man  and 
the  higher  animals  is  thought  to  proceed  about  as  follows:  The  water 
together  with  a  small  amount  of  the  salts  passes  through  the  glomeruli, 
while  the  chief  part  of  the  solids  is  secreted  by  the  epithelium  of  the- 
urinary  passages.  A  secretion  of  solids  without  a  simultaneous  secretion 
of  water  is  not  possible,  and  therefore  a  part  of  the  water  must  be  secreted 
by  the  epithelium-cells  of  the  urinary  passages.  The  passage  of  the  greater 
part  of  the  water  through  the  glomeruli  is  rather  generally  considered  as  a 
filtration  due  to  blood-pressure.  According  to  HBiDEJTHAijSr  the  thin  cell- 
layers  of  the  glomeruli  have  a  secretory  action. 

The  quantity  and  composition  of  urine  are  liable  to  great  variation. 
The  circumstances  which  under  physiological  conditions  exercise  a  great 
influence  are  the  following:  the  blood-pressure,  and  the  rapidity  of  the 
blood-current  in  the  glomeruli;  the  qnantity  of  urinary  constituents, 
especially  water  in  the  blood;  and,  lastly,  the  condition  of  the  secretory 
glandular  elements.  Above  all,  the  quantity  and  concentration  of  the  urine 
depend  on  the  elimination  of  water.  That  this  last  may  vary  with  the 
qnantity  of  water  in  the  blood,  with  changed  blood-pressure,  and  with 
circulatory  conditions  is  evident;  but  under  ordinary  circumstances  the 
quantity  of  water  eliminated  by  the  kidneys  depends  essentially  upon  the 

'  See  text-books  of  physiology  on  this  topic. 
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quantity  of  water  which  is  brought  to  them  by  the  blood,  or  which  leaves 
the  body  by  other  exits.  The  elimination  of  urine  is  increased  by  drinking 
freely,  or  by  reducing  the  quantity  of  water  otherwise  removed;  but  it 
is  decreased  by  a  diminished  introduction  of  water,  or  by  a  greater  loss  of 
water  in  other  ways.  Ordinarily  in  man  just  as  much  lyater  is  eliminated 
by  the  kidneys  as  by  the  skin,  lungs,  and  intestine  together.  At  lower  tem- 
peratures and  in  moist  air,  since  under  these  conditions  the  elimination  of 
water  by  the  skin  is  diminished,  the  elimination  of  urine  may  be  consider- 
ably increased.  Diminished  introduction  of  water  or  increased  elimina- 
tion of  water  by  other  means — as  in  violent  diarrhoea  or  vomiting,  or  in 
profuse  perspiration — ^greatly  diminishes  the  elimination  of  urine.  For 
example,  the  urine  may  sink  as  low  as  500-400  c.c.  per  day  in  intense 
summer-heat,  while  after  copious  draughts  of  water  the  elimination  of 
3000  c.c.  of  urine  has  been  observed  during  the  same  time.  The  quantity 
of  urine  voided  in  the  course  of  24  hours  varies  considerably  from  day  to 
day,  the  average  being  ordinarily  calculated  as  1500  c.c.  for  healthy  adult 
men  and  1200  c.c.  for  women.  The  minimum  elimination  occurs  during 
the  early  morning,  between  2  and  4  o'clock;  the  maximum,  in  the  first 
hours  after  waking  and  from  1-2  hours  after  a  meal. 

The  quantity  of  solids  excreted  per  day  is  nearly  constant  even 
though  the  quantity  of  urine  may  vary,  and  it  is  quite  constant  when 
the  manner  of  living  is  regular.  Therefore  the  percentage  of  solids  in 
the  urine  is  naturally  in  inverse  proportion  to  the  quantity  of  urine. 
The  average  amount  of  solids  per  24  hours  is  calculated  as  60  grms. 
The  quantity  may  be  calculated  with  approximate  accuracy  by  means  of 
the  specific  gravity  if  the  second  and  third  decimals  of  the  specific  gravity 
be  multiplied  by  Hasee's  coefficient,  2.33.  The  product  gives  the 
amount  of  solids  in  1000  c.c.  of  urine,  and  if  the  quantity  of  urine 
eliminated  in  24  hours  be  measured,  the  quantity  of  solids  in  24  hours 
may  be  easily  calculated.  For  example,  1050  c.c.  of  urine  of  a  specific 
gravity   1.021    was   eliminated   in    24   hours;    therefore    the   quantity   of 

48  9  X  1050 
solids  eliminated  is  21  X  2.33  —  48.9,   and   — "  =  51.35   grms. 

The  urine  in  this  case  contained  48.9  p.  m.  solids  and  51.35  grms.  in  the 
daily  excretion. 

Those  bodies  which,  under  physiological  conditions,  affect  the  density 
of  the  urine  are  common  salt  and  urea.  The  specific  gravity  of  the  first  is 
2.15,  and  the  last  only  1.32;  so  it  is  easy  to  understand,  when  the  relative 
proportion  of  these  two  bodies  essentially  deviates  from  the  normal,  why 
the  above  calculation  from  the  specific  gravity  is  not  exact.  The  same  is 
the  case  when  a  urine  poor  in  a  normal  constituent  contains  large  amounts 
of  foreign  bodies,  such  as  albumin  or  sugar. 

As  above  stated,  the  percentage  of  solids  in  the  urine  generally  decreases 
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with  a  greater  elimination,  and  a  very  considerable  excretion  of  nrine 
{polyuria)  has  therefore,  as  a  rule,  a  lower  specific  gravity.  An  important 
exception  to  this,  rale  is  observed  in  urine  containing  sugar  {diabetes 
mellitus),  in  which  there  is  a  copious  excretion  of  a  very  high  specific 
gravity  due  to  the  sugar.  In  cases  where  very  little  urine  is  excreted 
{oliguria),  e.g.,  during  profuse  perspiration,  in  diarrhoea,  and  in  fevers, 
the  specific  gravity  of  the  urine  is  as  a  rule  very  high ;  the  percentage  of 
solids  also  high  and  they  have  a  dark  color.  Sometimes,  as,  for  example,  in 
certain  cases  of  albuminuria,  the  urine  may  have  a  low  specific  gravity 
notwithstanding  the  oliguria,  and  be  poor  in  solids  with  a  light  color. 

It  is  difficult  to  give  a  tabular  view  of  the  composition  of  urine,  on 
account  of  its  variation.  For  certain  purposes  the  following  table  may  be 
of  some  value,  but  it  must  not  be  overlooked  that  the  results  are  not  given 
for  1000  parts  of  urine,  but  only  approximate  figures  for  the  quantities  of 
the  most  important  constituents  which  are  eliminated  in  the  course  of  24 
hours  in  a  quantity  of  1500  c.c. 

Dally  quantity  of  solids  =  60  grms. 


Organic  constituents  =  35  grms. 

Urea 30.0  grms. 

Uric  acid, 0.7    " 

Creatinin 1.0     " 

Hippuric  acid 0.7     " 

ItemainiDg  organic  bodies. .     2.6     " 


laorganic  constituents  =  25  grms. 

Sodium  chloride  (NaCl) ....  15.0  grms. 

Sulphuric  acid  (HjSOi) 3.5  " 

Phosphoric  acid  (PsOt) 2.5  " 

Potash  (EjO). 3.8  " 

Ammonia  (NHs) 0.7  " 

Magnesia  (MgO) 0.5  " 

Lime(CaO) 0.3  " 

Hemaining  inorganic  bodies.     0.3  " 


Urine  contains  on  an  average  40  p.  m.  solids, 
about  30  p.  m.,  and  common  salt  about  10  p.  m. 


The  quantity  of  urea  is 


V.  Casual  Urinary  Constituents. 

The  casual  appearance  in  the  urine  of  medicines  or  of  urinary  con- 
stituents resulting  from  the  introduction  of  foreign  substances  into  the 
organism  is  of  practical  importance,  because  such  constituents  may  interfere 
in  certain  urinary  investigations,  and  also  because  they  afford  a  good  means 
of  determining  whether  certain  substances  have  been  introduced  into  the 
organism  or  not.  Erom  this  point  of  view  a  few  of  these  bodies  will  be 
spoken  of  in  a  following  section  (on  the  pathological  urinary  constituents). 
The  presence  of  these  foreign  bodies  in  the  urine  is  of  special  interest  in 
those  cases  in  which  they  serve  to  elucidate  the  chemical  transformations 
certain  substances  undergo  within  the  body.  As  inorganic  substances 
generally  leave  the  body  unchanged,  they  are  of  very  little  interest  from 
this  standpoint,  but  the  changes  which  certain  organic  substances  undergo 
when  introduced  into  the  animal  body  may  be  studied  by  this  means  so  far 
as  these  transformations  are  shown  by  the  urine. 
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The  bodies  belonging  to  the  fatty  series  undergo,  though  not  withoat 
exceptions,  a  combustion  leading  towards  the  final  products  of  meta- 
bolism ;  still,  often  a  greater  or  smaller  part  of  the  body  in  question  escapes 
oxidation  and  appears  unchanged  in  the  urine.  A  part  of  the  acids  belong- 
ing to  this  series  which  are  otherwise  burnt  into  water  and  carbonates  and 
render  the  urine  neutral  or  alkaline  may  act  in  the  same  manner.  The 
volatile  fatty  acids  poor  in  carbon  are  less  easily  oxidized  than  those  rich  in 
carbon,  and  they  therefore  pass  unchanged  into  the  urine  in  large  amounts. 
This  is  especially  true  of  formic  and  acetic  acids  (Sohottek,  Geehant  and 
QuiNQUAUD').  The  statements  in  regard  to  oxalic  acid  are  contradictory. 
In  birds,  according  to  Gaglio  and  GiuifTi,  it  is  not  oxidized.  In  mammals 
it  is  in  great  part  oxidized,  according  to  Giunti,  while  Gaglio  and  Pohl 
claim  that  it  is  indestructible.  In  human  beings  oxalic  acid  is  in  great  part 
oxidized,  according  to  Makjoki  and  Giunti.  Tartaric  acid  acts  difEerently, 
according  to  Bkion;  namely,  in  dogs  the  laevo-tartario  acid  is  nearly  entirely 
consumed,  while  a  little  more  than  70^  of  dextro-tartaric  acid  is  burnt. 
Eacemic  acid  is  oxidized  to  a  still  less  extent  in  the  animal  body.  Succinic 
and  malic  acids  are  completely  combustible,  according  to  Pohl." 

The  acid  amides  appear  not  to  be  changed  in  the  body  (Sceultzen  and 
Nencki  ').  A  small  part  of  the  amido-acids  seems  indeed  to  be  eliminated 
unchanged,  but  otherwise  they  are,  as  stated  above  (page  413)  for  leucine 
glycocoll,  and  aspartic  acid,  decomposed  within  the  body,  and  they  may 
therefore  cause  an  increased  elimination  of  urea.  Sarcosin  (methylglyco- 
coll),  NH(CHj,).CHj.COOH,  also  perhaps  passes  in  small  part  into  the 
corresponding  uramido-acid,  metTiylhydantoic  acid,  N'H,.GO.N(CH,). 
CHj.OOOH  (ScHULTZEN*).  Likewise  taurin,  amido-ethylsulphonic  acid, 
which  acts  somewhat  difPerently  in  different  animals  (Salkowski  '),  passes 
in  human  beiugs,  at  least  in  part,  into  the  corresponding  uramido-acid, 
taurocarbamic  acid,  NH,.OO.NH.C,H,.SOj.  OH.  A  part  of  the  taurin  also 
appears  as  such  in  the  urine.  In  rabbits,  when  taurin  is  introduced  into 
the  stomach  nearly  all  its  sulphur  appears  in  the  urine  as  sulphuric  and 
hyposulphurous  acids.  After  subcutaneous  injection  the  taurin  appears 
again  in  great  part  unchanged  in  the  urine. 

'  Scliotten,  Zeitschr.  f.  physiol.  Chem.,  Bd.  7;    Grehant  and  Quinquaud,  Compt. 
rend..  Tome  104. 

'  Gaglio,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  23  ;    Giunti,   Chem.   Centralbl.,   1897, 
Bd.  2  ;  Marforl,  Maly's  Jahresber.,  Bd.  30  ;  Brion,  Zeitschr.  f.  physiol.  Chem.,  Bd.  25;. 
Pohl,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  37,  where  a  statement  as  to  the  intermediate  ' 
products  of  the  oxidation  of  fatty  bodies  may  be  found. 

'  Zeitschr.  f.  Biologic,  Bd.  8. 

*  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  5.     See  also  Baumann  and  v.  Mering,  ibid., 
Bd.  8,  S.  584,  and  E.  Salkowski,  Zeitschr.  f.  physiol.  Chem.,  Bd.  4,  S.  107. 

•  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  6,  and  Virchow's  Arch.,  Bd.  58. 
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The  nitriUs,  including  hydrocyanic  acid,  pass,  according  to  Lakg,  into 
sulphocyanide  combinations,  and  this  snlphocyanide  seems  to  originate  from 
the  non-oxidized  sulphar  of  the  proteids,  which  is  readily  split  off.  This 
sulphur  can,  according  to  Pascheles'  '  observations,  convert  the  cyan 
alkalies  readily  into  sulphocyanides  in  alkaline  reaction  and  at  the  tempera- 
ture of  the  body. 

By  substitution  with  halogens  otherwise  readily  oxidizable  bodies  are 
converted  into  difficultly  oxidizable  ones.  While  the  aldehydes  are  readily 
and  completely  burnt  like  the  primary  and  secondary  alcohols  of  the  fatty 
series,  the  halogen  substituted  aldehydes  and  alcohols  are,  on  the  contrary, 
difficultly  oxidizable.  The  halogen  substitution  products  of  methane 
(chloroform,  iodoform,  and  brotnoform)  are  at  least  in  parb  bnrnt,  and  the 
corresponding  alkali  combination  of  the  halogen  passes  into  the  urine.' 

By  coupling  with  sulphuric  acid  the  otherwise  readily  oxidizable  alcohols 
may  be  guarded  against  combustion,  and  correspondingly  the  alkali  salt  of 
ethylsulphuric  acid  is  not  burnt  in  the  body  (Salkowski'). 

The  organic  combinations  containing  sulphur  act  somewhat  differently. 
According  to  W.  Smith  the  salphur  of  the  thio  acids  like  thioglycolic  acid, 
CHj.SH.COOH,  is  in  part  oxidized  to  sulphuric  acid,  and  according  to 
GoLDMAKN  amidothiolactic  acid  (cystein)  and  the  sulphur  of  the  thio 
alcohols  (ethyl  mercaptans)  are  also  oxidized  into  sulphuric  acid.  On  the 
contrary,  ethylsulphide,  sulphonic  and  sulpho  acids  in  general  (Salkowski, 
Smith')  are  not  oxidized  into  sulphuric  acid.  Oxyethylsnlphonic  acid, 
HO.CjH^.SOj.OH,  which  is  in  part  oxidized  to  sulphuric  acid,  is  an 
exception  (Salkowski). 

Conjugation  with  glycoronic  acid  occurs  in  certain  substituted  alcohols, 
aldehydes,  and  ketones  (?),  which  probably  first  pass  over  into  alcohols 
(Sujstdvik).  Chloral  hydrate,  CjCljOH  +  11,0,  passes,  after  it  has  been 
converted  into  trichlorethyl-alcohol  by  a  reduction,  into  a  leevogyrate  reduc- 
ing'acid,  urochloralic  acid  or  trichlorethyl-glycnronic  acid,  C,Cl,Hj.C,H,0, 
(MuscuLus  and  y.  Meein'o").  Trichlorbutyl- alcohol  and  butyl-chloral 
hydrate  also  pass  into  trichlorbutyl-glycuronic  acid. 


'  Lang,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  34 ;  Pascheles,  ibid. 

''  See  Harnack  and  Grtlndler,  Berlin,  kliu.  Woohenschr. ,  1883;  Zeller,  Zeitschr.  f. 
physiol.  Chem.,  Bd.  8  ;  Kast,  iMd.,  Bd.  11 ;  Binz,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd. 
38  ;  Zeehuisen,  Maly'a  Jahresber.,  Bd.  33. 

'  Pfluger's  Arch.,  Bd.  4. 

*  Smith,  Pfliiger's  Arch.,  Bdd.  53,  55,  57,  and  Zeitschr.  f.  physiol.  Chem.,  Bd.  17  ; 
Salkowski,  Virchow's  Arch.,  Bd.  66  ;  Pfliiger's  Arch.,  Bd.  39  ;  Goldmann,  Zeitscr.  f. 
physiol.  Chem.,  Bd.  9;  also  Baumann  and  Kast,  ibid.,  Bd.  14. 

'  Sundvik,  Maly's  Jahresber.,  Bd.  16  ;  Musculus  and  v.  Mering,  Ber.  d.  deutsch. 
chem.  Gesellsch.,  Bd.  8 ;  also  v.  Mering,  ibid.,  Bd.  15,  Zeitschr.  f.  physiol.  Chem.,  Bd. 
6  ;  KUlz,  Pfliiger's  Arch.,  Bdd.  28  and  33. 
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The  aromatic  combinations '  pass,  as  far  as  we  know,  into  the  nrine  as 
such  generally  after  a  previous  partial  oxidation  or  after  a  synthesis  with 
other  bodies.  That  the  benzol  ring  is  destroyed  in  the  body  in  certain 
cases  is  very  probable. 

The  fact  that  benzol  may  be  oxidized  outside  of  the  body  into  carbon 
dioxide,  oxalic  acid,  and  volatile  fatty  acids  has  been  known  for  a  long 
time ;  and  as  in  these  cases  a  rupture  of  the  benzol  ring  must  take  place,  so 
also,  it  must  be  admitted,  when  aromatic  substances  undergo  a  combustion 
in  the  animal  body  a  rupture  of  the  benzol  nucleus  with  the  formation  of 
fatty  bodies  must  first  take  place.  If  this  does  not  take  place,  then  the 
benzol  nucleus  is  eliminated  with  the  urine  as  an  aromatic  combination  of 
one  kind  or  another.  As  the  difficultly  destroyed  benzol  nucleus  can  pro- 
tect from  destruction  a  substance  belonging  to  the  fatty  series  when  con- 
jugated with  it,  which  is  the  case  with  the  glyeocoll  of  hippuric  acid,  it 
seems  also  that  the  aromatic  nucleus  itself  may  be  protected  from  destruc- 
tion in  the  organism  by  syntheses  with  other  bodies.  The  aromatic  ethereal- 
sulphuric  acids  are  examples  of  this  kind. 

The  difficulty  in  deciding  whether  the  benzol  ring  itself  is  destroyed  in 
the  body  lies  in  the  fact  that  we  do  not  know  all  the  difEerent  aromatic 
transformation  products  which  may  be  produced  by  the  introduction  of  any 
aromatic  substance  in  the  organism,  and  which  we  must  seek  for  in  the 
urine.  On  this  account  it  is  also  impossible  to  learn  by  exact  quantitative 
determinations  whether  or  not  an  aromatic  substance  introduced  or  absorbed 
appears  again  in  its  entirety  in  the  urine.  Certain  observations  render  it 
probable  that  the  benzol  ring,  as  above  mentioned,  is  at  least  in  certain 
cases  destroyed  in  the  body.  Schottejs",  Baumann,  and  others  have  found 
that  certain  amido-acids,  such  as  tyrosin,  phenylamido-propionic  acid,  and 
amido-cinnamic  acid  when  introduced  into  the  body  cause  no  increase  in 
the  quantity  of  known  aromatic  substances  in  the  urine;  this  makes  a 
destruction  of  these  amido-acids  in  the  animal  body  seem  frobable. 
JuvALTA  also  made  an  experiment  on  dogs  with  phthalic  acid,  and  found 
that  it  was  in  great  part  destroyed.  The  benzol  derivatives  vary  in 
behavior  according  to  the  position  of  the  substitution,  for  as  found  by 
E.  CoHN,'''  among  the  bi-derivates  the  ortho  compounds  are  more  readily 
destroyed  than  the  corresponding  meta-  or  para-compounds. 

An  oxidation  in  the  side  chain  of  aromatic  compounds  is  often  found, 
and  may  also  occur  in  the  nucleus  itself.     As  an  example,  benzol  is  first 

'  la  accordiince  with  custom  we  will  discuss  under  this  heading  the  homocyclic  as. 
well  as  the  heteiocylic  compounds. 

"  Schotten,  Zeitschr.  f.  physiol.  Ohem.,  Bdd.  7  and  8 ;  Baumanu,  ibid.,  Bd.  10,  S. 
130.  In  regard  to  the  behavior  of  tyrosin  see  especially  Blendermann,  ibid.,  Bd.  6  p 
Schotten,  ibid.,  Bd.  7  ;  Baas,  ibid.,  Bd.  11  ;  and  B.  Cohn,  ibid.,  Bd.  14;  Juvalta,  ibid., 
Bd.  13 ;  R.  Cohn,  iUd.,  Bd.  17. 
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oxiilized  to  oxybenzol  (Schultzen  and  Naunyn),  and  this  is  then  further 
in  part  converted  into  dioxybenzols  (Baumann'  and  Peepssb).  Naphthalin 
appears  to  be  converted  into  oxynaphth'alin,  and  probably  a  part  also  into 
dioxynaphthalin  (Leskik  and  M.  Nencki).  The  hydrocarbons  with  an 
amido  or  imido  group  may  also  be  oxidized  by  a  substitution  of  hydroxyl 
for  hydrogen,  especially  when  the  formation  of  a  derivative  with  the  para 
position  is  possible  (Klingenberg).  For  example,  anilin,  C,H,.]N"H, , 
passes  into  paramidophenol,  which  passes  into  the  urine  as  ethereal-sul- 
phuric acid,  H,]Sr.C,H,.O.SO,.OH  (F.  Mullee).  Acetanilid  is  in  part 
converted  into  acetyl  paramidophenol  (Jaffe  and  Hilbert,  K.  Moknek)  , 
and  carhazol  into  oxycarbazol  (Klingenberg  '). 

An  oxidation  of  the  Bide  chain  may  occur  by  the  hydrogen  atoms  being 
replaced  by  hydroxyl  as  in  the  oxidation  of  indol  and  slcatol  into  indoxyl 
and  skatoxyl.  An  oxidation  of  the  side  chain  may  also  take  place  with  the 
formation  of  carboxyl;  thus,  for  example,  toluol,  C,Hj.CHj  (Schultzen  and 
Kauntn),  ethyl-ienzol,  C,H,.C,H„  and  propylbenzol,Gfi^.CJl^  (Nencki 
and  Giacosa),"  besides  many  other  bodies,  are  oxidized  into  benzoic  acid. 
Oymol  is  oxidized  to  cumic  acid,  xylol  to  tolnic  acid,  metJiyl-pyridin  to 
pyridin-carbonic  acid,  in  the  same  way.  If  the  side  chain  has  several 
members,  the  behavior  is  somewhat  different.  Phenyl-acetic  acid,  0,11^. 
CHj.COOH,  in  which  only  one  carbon  atom  exists  between  the  benzol 
nucleus  and  the  carboxyl,  is  not  oxidized,  but  is  eliminated  after  conjuga- 
tion with  glycocoll  as  phenaceturic  acid  (Salkowski').  Phenyl-propionic 
acid,  C,Hj.CHj.CH,.COOH,  with  two  carbon  atoms  between  the  benzol 
nucleus  and  the  carboxyl,  is,  on  the  contrary,  oxidized  into  benzoic  acid.* 
Aromatic  amido-acids  with  three  carbon  atoms  in  the  side  chain,  and  where 
the  NHj  group  is  bound  to  the  middle  one,  as  in  tyrosin,  a-oxyphenyl- 
amido-propionic  acid,  C.H.(OH).CH,.CH(]SrH,).COOH,  and  a-phenyU 
amido-2>ropionic  acid,  C.Hj.CH,^. CH(NH,),COOH,  seem  to  be  in  great  part 
burnt  Vithin  the  body  (see  above).  Phenylamido-acetic  acid,  which  has 
only  two  carbon  atoms  in  the  side  chain,  C,Hj.CH(NHJCOOH,  acts 
differently,  passing  into  mandelic  acid,  phenyl-glycolic  acid,  C,Hj.CH(OH). 

COOH  (SCHOTTEX  '). 

'  Schultzen  and  Naunyn,  Reicheit  and  Du  Bois-Reymond's  Arch.,  1867;  Baumanu 
and  Preusse,  Zeltschr.  f.  physiol.  Chem.,  Bd.  3,  8.  156.  See  also  Nencki  and  Giiicosa, 
Md.,  Bd.  4;  Lesnik  and  Nencki,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  24;  P.  Muller, 
Deutsch.  med.  "Wochenschr.,  1887  ;  Jaffe  and  Hilbert,  Zeitschr.  f.  pbysiol.  Cbem  ,  Bd. 
13;  MOrner,  ibid.,  Bd.  13;  Klingenberg,  "  Studien  ilber  die  Oxydation  aromatischer 
Substanzen,"  etc.  Inaug.-Diss.  Rostock,  1891.  In  regard  to  formanilid,  whicb  acts 
essentially  as  acetanilid,  see  Kleine,  Zeitschr.  f.  physiol.  Chem.,  Bd.  33. 

'  Ibid. ,  Bd.  4. 
'  tim.,  Bdd.  7  and  9. 

*  See  E.  and  H.  Salkowski,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  13. 

«  Zeitschr.  f.  physiol.  Chem.,  Bd.  8. 
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If  several  side  chains  are  present  in  the  henzol  nucleus,  then  only  one 
is  always  oxidized  into  carboxyl.  Thus  xylol,  0,H,(CH3), ,  is  oxidized  into 
toluic  acid,  C,Hj(OHJCOOII  (Schultzbn  and  Natjntn),  mesitylen, 
0,H,(0H,)3,  into  mesiiylenic  acid,  C„H,(OH,),.COOH  (L.  Nekcki),  and 
cymol  into  cumic  acid  (M.  Nencki  and  Zibglee'). 

Syntheses  of  aromatic  substances  with  other  atomic  groups  occur  fre- 
quently. To  these  syntheses  belongs,  in  the  first  rank,  the  conjugation  of 
benzoic  acid  with  glycocoll  to  form  Mppuric  acid,  first  discovered  by 
"WoHLER.  All  the  numerous  aromatic  substances  which  are  converted  into 
benzoic  acid  in  the  body  are  voided  partly  as  hippuric  acid.  This  statement 
is  not  true  for  all  classes  of  animals.  According  to  the  observations  of 
Japee,'  benzoic  acid  does  not  pass  into  hippuric  acid  in  birds,  but  into 
another  nitrogenous  acid,  ornithuric  acid,  C.^H^^NjO^.  This  acid  yields  as 
splitting  products,  besides  benzoic  acid,  ornithin,  a  body  which  has  been 
spoken  of  on  page  68.  Not  only  are  the  oxy benzoic  acids  and  the  sub- 
stituted benzoic  acids  conjugated  with  glycocoll,  forming  corresponding 
hippuric  acids,  but  also  the  above-mentioned  acids,  toluic,  mesitylenic, 
cumic,  and  phenylacetic  acids.  These  acids  are  voided  as  toluric,  mesityle- 
nuric,  cuminuric,  and  phenaceturic  acids. 

It  must  be  remarked  in  regard  to  the  oxybenzoic  acids  that  a  conjuga- 
tion with  glycocoll  has  only  been  showa  with  salicylic  acid  and  p-oxy- 
henzoic  acid  (Bertagnini,  BAUMANif,  and  Hekter,  and  others),  while 
Baumanit  and  Hbrtek'  find  it  only  very  probable  for  m-oxybenzoic  acid. 
The  oxybenzoic  acids  are  also  in  part  eliminated  as  conjugated  sulphuric 
acids,  which  is  especially  true  for  m-oxybenzoic  acid.  We  have  the  in- 
vestigations on  m-amidobenzoic  acid  in  regard  to  the  transformation 
of  amidobenzoic  acids.  Salkowsei  found,  as  was  later  confirmed  by 
E.  CoHK,*  that  m-amidobenzoic  acid  passes  in  part  into  ur amidobenzoic 
acid,  HjN.CO.H!N'.C,H,.COOH.  It  is  also  in  part  eliminated  as  amido- 
hippuric  acid. 

The  substituted  aldehydes  are  of  special  interest  as  substances  which 
undergo  conjugation  with  glycocoll.  According  to  the  investigations  of 
E.  COHN '  on  this  subject  o-nitrobenzaldehyde  when  introduced  into  a  rabbit 
is  only  in  a  very  small  part  converted  into  nitrobenzoic  acid,  and  the  chief 
mass,  about  90^,  is  destroyed  in  the  body.  According  to  Siebee  and 
Smienow  '  m-nitrobenzaldehyde  passes  in  dogs  into  m-nitrohippnric  acid, 

'  L.  Nencki,  Aroli.  f.  exp.  Path.  u.  Pharm.,  Bd.  1  ;  Nencki  and  Ziegler,  Ber.  d. 
deutsch.  chein.  Gesellscli.,  Bd.  5.     See  also  O.  Jacobsen,  ibid.,  Bd.  12. 

^  Ibid.,  Bdd.  10  (iiid  11. 

^  Zeitschr.  f.  physiol  Chem.,  Bd.  1,  where  Bertagaini's  work  is  also  cited.  See  also 
Dautzenberg,  Maly's  Jahresber.,  Bd.  11,  S.  231. 

*  Salko'wski,  Zeitschr.  f.  physiol.  Chem.,  Bd.  7 ;  Cohn,  ibid.,  Bd.  17. 

•  Zeitschr.  f.  physiol.  Chem.,  Bd.  17. 
«  Monatshefte  f.  Chem.,  Bd.  8. 
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and  according  to  Cohn  into  urea  m-ni  trohippurate.  In  rabbits  the 
behavior  is  quite  different  according  to  Cohn.  In  this  case  not  only  does 
an  oxidation  of  the  aldehyde  into  benzoic  acid  take  place,  bat  the  nitro 
group  is  also  reduced  to  an  amido  group,  and  finally  acetic  acid  attaches 
itself  to  the  amido  group  with  the  expulsion  of  water,  so  that  the  final 
product,  m-acetylamidoienzoic  acid,  CH,.CO.NH.C,H,.COOH,  is  the 
result.  This,  process  is  analogous  to  the  behavior  of  furfurol,  and  the 
reduction  does  not  take  place  in  the  intestine,  but  in  the  tissue.  The 
p-nitrobenzaldehyde  acts  in  rabbits  in  part  like  the  m-aldehyde  and  passes 
in  part  into  p-acetylmnidobenzoic  acid.  Another  part  is  converted  into 
p-nitrobenzoic  acid,  and  the  urine  contains  a  chemical  combination  of  equal 
parts  of  these  two  acids.  According  to  Siebee  and  Smienow  p-nitro- 
benzaldehyde yields  only  urea  p-nitrohippnrate  in  dogs.  The  above- 
mentioned  pyridin-carbonic  acid,  formed  from  methyl  pyridin  (o'-picolin), 
passes  into  the  urine  after  conjugation  with  glycocoll  as  a-pyridinuric 
acid. ' 

To  those  substances  which  undergo  a  conjugation  with  glycocoll  belongs 
furfurol  (the  aldehyde  of  pyromucic  acid),  which,  when  introduced  into 
rabbits  and  dogs,  as  shown  by  Jaffe  and  Cohit,  is  first  oxidized  into 
pyromucic  acid  and  then  this  eliminated  as  pyromucuric  acid,  C,II,NjO, 
after  conjugation  with  glycocoll.  In  birds  this  behavior  is  different, 
namely,  in  them  the  acid  is  conjugated  to  another  substance,  ornithin, 
CjHjjNjOj ,  which  is  probably  diamido valerianic  acid,  forming  pyromucinor- 
thuric  acid.  Similar  to  the  oxidation  of  furfurol,  thiophen,  C,H,S,  corre- 
sponding to  furfuran,  is  oxidized  to  thiophenic  acid,  which,  according  to 
Jaffe  and  Levy,"  is  conjugated  with  glycocoll  in  the  body  (rabbits)  and 
•eliminated  as  thiophenuric  acid,  C,II,NSO,. 

Furfurol  also  undergoes  conjugation  with  glycocoll  in  other  forms  in 
mammals.  Thus  Jaffe  and  CoHiir  found  that  it  is  in  part  combined  with 
acetic  acid,  tormmg  furfitracrylic  acid,  C,H,0,CH:  CH.OOOH,  which 
passes  into  the  urine  coupled  with  glycocoll  as  furfuracryluric  acid. 

Another  very  important  synthesis  of  aromatic  substances  is  that  of  the 
ethereal-sulphuric  acids.  Phenols  and  chiefly  the  hydroxylated  aromatic 
hydrocarbons  and  their  derivatives  are  voided  as  ethereal-sulphuric  acids, 
according  to  Baumastx,  Heetee,  and  others.' 

A  conjugation  of  aromatic  acids  with  sulphuric  acid  occurs  less  often. 
The   two   above-mentioned    aromatic    acids,   p-oxyphenylacetic    acid    and 

'  In  regard  to  the  extensive  literature  on  glycocoll  conjugations  we  refer  the  reader 
to  O.  Kilhling,  Ueber  Stoffwechselprodukte  aromatischer  KOrper.  Ina>ig,-Diss,  Berlin, 
1887. 

»  Jafle  and  Cohn,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bdd.  30  and  21  ;  with  Levy, 
ibid.,  Bd.  31. 

'  In  regard  to  the  literature  see  O.  KUhling,  1.  c. 
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p-oxyphenylpropionic  acid,  are  in  part  eliminated  in  this  form.  Gentisinic 
acid  (hydrochi non-carbonic  acid)  increases,  according  to  Likhatschefp,' 
also  the  quantity  of  ethereal-sulphuric  acid  in  the  urine,  and  according  to 
EosT  the  same  occurs,  contrary  to  the  older  statements,  with  gallic  acid, 
(trioxybenzoic  acid)  and  tannic  acid.' 

While  aceiophenon  (phenylmethyl  ketone),  C,Hj.CO.CH,,  as  shown  by 
M.  Nencki,  is  oxidized  to  benzoic  acid  and  e],iminated  as  hippnric  acid, 
the   aromatic   oxyketones  with  hydroxyl  groups,  such  as  resacetophenon, 

C.H3(OH)(OH)(CO*CH3),  paraoxypropi'ophenon,  C,H,(OH)(COOHtcH,), 

12  3  4 

and  gallacetophenen,  C,H^(0H)(0H){0H)(00.CH3),  pass  into  the  urine 
without  previous  oxidation  as  ethereal-sulphuric  acids  and  in  part  after 
conjugation  with  glycnronio  acid  (Nencki  and  Rbkowski  '). 

Euxantlion,  which  is  also  an  aromatic  oxyketone,  passes  into  the  urine  as 
euxanthic  acid  after  a  previously  mentioned  conjugation  with  glycuronic 
acid.  A  conjugation  of  other  aromatic  substances  with  glycuronic  acid, 
which  last  is  protected  from  combustion,  occurs  rather  often.  GampJior, 
C,„H,,0,  when  given  to  a  dog  is  first  converted  by  oxidation  into  camphoral, 
C,„H,j(OH)0,  and  by  conjugation  with  glycuronic  acid  into  campho- 
glycuronic  acid  (Schmiedebebg).  The  phenols,  as  above  stated  (page  445), 
pass  in.  part  as  conjugated  glycuronic  acids  into  the  urine.  The  same  is 
true  for  the  homologues  of  phenols,  for  certain  substituted  phenols,  for 
napMhols,  lorneol,  menthol,  turpentine,  and  many  other  aromatic  sub- 
stances.* Ortlionitrotoluol  in  dogs  passes  first  into  o-nitrobenzyl  alcohol 
and  then  into  a  conjugated  glycuronic  acid,  uronitrotoluolic  acid  (Jafee  '). 
The  glycuronic  acid  split  ofE  from  the  conjugated  acid  is  leevogyrate  and 
hence  not  identical  with  the  ordinary  glycuronic  acid,  but  isomeric.  Indol 
and  skatol  seem,  as  above  stated  (page  449  and  460),  to  be  eliminated  in 
the  urine  partly  as  conjugated  glycuronic  acids.     ' 

A  synthesis  in  which  compounds  containing  sulphur,  mercapturic  acidy 
are  formed  and  eliminated,  conjugated  with  glycuronic  acid,  occurs  when, 
chlorine  and  bromine  derivates  of  benzol  are  introduced  into  the  organism 
of  dogs  (BAUMAijir   and  Peeusse,  Jaffe°).     Thus  chlorhenzol   combines 

"  Zeitschr.  f.  physiol.  Ohem.,  Bd.  21. 

"  In  regard  to  the  behavior  o£  gallic  and  tannic  acids  in  the  animal  body  see  C.  MOr- 
ner,  Zeitschr.  f.  physiol.  Chem.,  Bd.  16,  which  also  contains  the  older  literature  ;  also 
Harnack,  ibid.,  Bd.  34,  and  Rost,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  38,  and  Sitzungs- 
ber.  d.  Gesellsch.  zur  BefOrd.  d.  ges.  Naturwiss.  zu  Marburg,  1898. 

*  Arch.  d.  scienc.  biol.  de  St.  Petersbourg,  Tome  3,  and  Ber.  d.  deutsch.  chem.  Ge- 
sellsch., Bd.  27. 

*  See  O.  Kilhling,  1.  c,  which  gives  the  literature  up  to  1887 ;  also  E.  Killz,  Zeitschr. 
f.  Biologie,  Bd.  27. 

'  Zeitschr.  f .  physiol.  Chem.,  Bd.  2. 

'  Baiimann  and  Preusse,  Zeitschr.  f.  physiol.  Chem.,  Bd.  5  ;  Jaffe,  Ber.  d.  deutsch- 
chem.  Gesellsch.,  Bd.  12. 
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with  CYSTEiN,  an  intermediate  decomposition  product  of  proteids  which  is 
closely  allied  to  cystin  (see  below),  forming  chlorphenylmercapturic  acid, 
C,,H,,C]SNO,.  On  boiling  with  mineral  acid  this  compound  decomposes 
into  acetic  acid  and  chlorphenylcystein,  C.H.Ol.OjHjNSO,. 

Pyridin,  C.H^N,  which  does  not  combine  either  with  glycuronic  acid  or 
with  sulphuric  acid  after  previous  oxidation,  shows  a  special  behavior.  It 
takes  up  a  methyl  group  as  found  by  His  and  later  confirmed  by  CoHiir,' 
and  forms  an  ammonium  combination,  methylpyridyl-ammonium  hydroxyl, 
HO.CH..NC.H,. 

Several  alkaloids,  such  as  quinin,  morphin,  and  strychnin,  may  pass 
into  the  urine.  After  turpentine,  balsam  of  copaiva,  and  resins  these 
may  appear  in  the  urine  as  resin  acids.  Different  kinds  of  coloring 
matters,  such  as  alizarin,  crysophanic  acid,  after  rhubarb  or  senna,  and 
the  coloring  matter  of  the  lluelerrf,  etc.,  may  also  pass  into  the  urine. 
After  rhubarb,  senna,  or  santonin  the  urine  assumes  a  yellow  or  greenish- 
yellow  color,  which  is  transformed  into  a  beautiful  red  color  by  the  addition 
of  alkali.  Phenol  produces,  as  above  mentioned,  a  dark-brown  or  dark- 
green  color  which  depends  mainly  on  the  decomposition  products  of  hydro- 
chinon  and  humin  substances.  After  naphthalin  the  urine  has  a  dark 
color,  and  several  other  medicines  produce  a  special  coloration.  Thus 
kairin  often  gives  a  yellowish-green  hue,  and  the  urine  darkens  when 
exposed  to  the  air;  thallin  gives  a  greenish-brown  color  which  is  marked 
green  in  thin  layers,  and  antipyrin  gives  a  yellow  to  blood-red.  After 
balsam  of  copaiva  the  urine  becomes,  when  strongly  acidified  with  hydro- 
chloric acid,  gradually  rose  and  purple-red.  After  naphthalin  or  naphthol 
the  urine  gives  with  concentrated  sulphuric  acid  (1  c.c.  concentrated  acid 
and  a  few  drops  of  urine)  a  beautiful  emerald-green  color,  which  is 
probably  due  to  naphthol-glycurouic  acid.  Odoriferous  bodies  also  pass 
into  the  urine.  After  asparagus  the  urine  acquires  a  sickly  disagreeable 
odor  whichis  probably  due  to  methylmercaptan,  according  to  M.  Nekcki." 
After  turpentine  the  urine  may  have  a  peculiar  odor  similar  to  that  of 
violets. 

VI.  Pathological  Constituents  of  Urine. 

Proteid.  The  appearance  of  slight  traces  of  proteid  in  normal  urines 
has  been  repeatedly  observed  by  many  investigators,  such  as  PosjS'er, 
Pl6sz,  v.  Nooeden,  Leube,  and  others.  According  to  K.  Mornee  '  pro" 
teid  regularly  occurs  as  a  normal  urinary  constituent  to  the  extent  of  32  -78 

'  His,  Archj  f.  exp.  Path.  u.  Pharm.,  Bd.  33;  Cohn,  Zeitschr.  f.  physlol.  Chem., 
Bd.  18. 

=  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  38. 
=  Skand.  Arch.  f.  Physiol.,  Bd.  6. 
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milligrams  per  litre.  Frequently  traces  of  a  substance  similar  to  a  nucleo- 
albamin,  and  which  is  easily  mistaken  for  mucin,  are  found  in  the  urine. 
In  diseased  conditions  proteid  occurs  in  the  urine  in  a  variety  of  cases. 
The  albuminous  bodies  which  most  often  occur  are  serglobulin  and  seral- 
bumin. Albumoses  and  peptones  also  sometimes  occur.  The  quantity  of 
proteid  in  the  urine  is  in  most  cases  less  than  5  p.  m.,  rarely  10  p.  m.  and 
only  very  rarely  does  it  amount  to  50  p.  m.  or  over. 

Among  the  many  reactions  proposed  for  the  detection  of  proteid  n 
urine,  the  following  are  to  be  recommended:  , 

The  Heat  Test.  Filter  the  urine  and  test  its  reaction.  An  acid  urine 
may,  as  a  rule,  be  boiled  without  further  treatment,  and  only  in  especially 
acid  urines  is  it  necessary  to  first  treat  with  a  little  alkali.  An  alkaline 
urine  is  made  neutral  or  faintly  acid  before  heating.  If  the  urine  is  poor 
in  saltB,  add  yV  vol.  of  a  saturated  jpommon-salt  solution  before  boiling; 
then  heat  to  boiling-point,  and  if  no  precipitation,  cloudiness,  or  opalescence 
appears,  the  urine  in  question  contains  no  coagulable  proteid,  but  it  may 
contain  albumoses  or  peptones.  If  a  precipitate  is  produced  on  boiling, 
this  may  consist  of  proteid,  or  of  earthy  phosphates,  or  of  both.  The 
simple-acid  calcium  phosphate  decomposes  on  boiling,  and  normal  phos- 
phate may  separate.  The  proper  amount  of  acid  is  now  added  to  the 
urine,  so  as  to  prevent  any  mistake  caused  by  the  presence  of  earthy 
phosphates,  and  to  give  a  better  and  more '  flocoulent  precipitate  of  the 
proteid.  If  acetic  acid  is  used  for  this,  then  add  1-3-3  drops  of  a  35^  acid 
to  each  10  c.c.  of  the  urine,  and  boil  after  the  addition  of  each  drop.  On 
using  nitric  acid,  add  1-3  drops  of  the  35^  acid  to  each  c.c.  of  the  boiling- 
hot  urine. 

On  using  acetic  acid,  when  the  quantity  of  proteid  is  very  small,  and 
especially  when  the  urine  was  originally  alkaline,  the  proteid  may  sometimes 
remain  in  solution  on  the  addition  of  the  above  quantity  of  acetic  acid. 
If,  on  the  contrary,  less  acid  is  added,  the  precipitate  of  calcium  phosphate, 
which  forms  in  amphoteric  or  faintly  acid  urines,  is  liable  not  to  dissolve 
completely,  and  tliis  may  cause  it  to  be  mistaken  for  a  proteid  precipitate. 
If  nitric  acid  is  used  for  the  heat  test,  the  fact  must  not  be  overlooked  that 
after  the  addition  of  only  a  little  acid  a  combination  between'  it  and  the 
proteid  is  formed  which  is  soluble  on  boiling  and  which  is  only  precipitated 
by  an  excess  of  the  acid.  On  this  account  the  large  quantity  of  nitric  acid, 
as  suggested  above,  must  be  added,  but  in  this  case  a  small  part  of  the 
proteid  is  liable  to  be  dissolved  by  the  excess  of  the  nitric  acid.  When  the 
acid  is  added  after  boiling,  which  is  absolutely  necessary,  the  liability  of  a 
mistake  is  not  so  great.  It  is  on  these  grounds  that  the  heat  test,  although 
it  gives  very  good  results  in  the  hands  of  experts,  is  not  recommended  to 
physicians  as  a  positive  test  for  proteid. 

A  confounding  with  mucin,  when  this  body  occurs  in  the  urine,  is  easily 
prevented  in  the  heat  test  with  acetic  acid,  by  acidifying  another  portion 
with  acetic  acid  at  the  ordinary  temperature.  Mucin  and  nucleoalbumin 
substances  similar  to  mucin  are  hereby  precipitated.  If  in  the  performance 
of  the  heat  and  nitric-acid  test  a  precipitate  first  appears  on  cooling  or  is 
strikingly  increased,  then  this  shows  the  presence  of  albumoses  in  the  urine, 
either  alone  or  mixed  with  coagulable  proteid.     In   this  case   a  further 
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investigation  is  necessary  (see  below).  In  a  urine  rich  in  urates  a  precipitate 
consisting  of  uric  acid  separates  on  cooling.  This  precipitate  is  colored, 
sandy,  and  hardly  to  be  mistaken  for  an  albnmose  or  proteid  precipitate. 

Hellek's  test  is  performed  as  f  jllows  (see  page  26):  The  urine  is  very 
carefully  floated  on  the  surface  of  nitric  acid  in  a  test-tube.  The  presence 
of  proteid  is  shown  by  a  white  ring  between  the  two  liquids.  With  this 
test  a  red  or  reddish-violet  transparent  ring  is  always  obtained  with  normal 
urine;  it  depends  on  the  indigo  coloring  matters  and  can  hardly  be  mistaken 
for  the  white  or  whitish  proteid  ring,  and  this  last  must  not  be  mistaken 
for  the  ring  produced  by  bile-pigments.  In  a  urine  rich  in  urates  another 
complication  may  occur,  due  to  the  formation  of  a  ring  produced  by  the 
precipitated  uric  acid.  The  uric-acid  ring  does  not  lie,  like  the  proteid 
ring,  between  the  two  liquids,  but  somewhat  higher.  For  this  reason  we 
may  often  have  two  simultaneous  rings  with  urines  rich  in  urates  and  yet 
not  containing  very  mach  proteid.  The  disturbance  caused  by  uric  acid  is 
easily  prevented  by  diluting  the  urine  with  1-3  vol.  water  before  performing 
the  test.  The  uric  acid  now  remains  in  solution,  and  the  delicacy  of 
Heller's  test  is  so  great  that  after  dilution  only  in  the  presence  of  insiof- 
nificant  traces  of  proteid  does  this  test  give  negative  results.  In  a  urine 
very  rich  in  urea  a  ring-like  separation  of  urea  nitrate  may  also  appear. 
This  ring  consists  of  shining  crystals,  and  it  does  not  appear  in  the  pre- 
viously dilated  urine.  A  confusion  with  resinous  acids,  which  also  give  a 
whitish  ring  with  this  test,  is  easily  prevented,  since  these  acids  are  soluble 
on  the  addition  of  ether.  Stir,  add  ether  and  carefully  shake  the  contents 
of  the  test-tube.  If  the  cloudiness  was  due  to  resinous  acids,  the  urine 
gradually  becomes  clear,  and  on  evaporating  the  ether'  a  sticky  residue  of 
resinous  acids  is  obtained.  A  liquid  which  contains  pure  mucin  does  not 
give  a  precipitate  with  this  test,  but  it  gives  a  more  or  less  strongly 
opalescent  ring,  which  disappears  on  stirring.  The  liquid  does  not  contain 
any  precipitate  after  stirring,  but  is  somewhat  opalescent.  If  a  faint,  not 
wholly  typical  reaction  is  obtained  with  Heller's  test  after  some  time  with 
undiluted  urine,  while  the  dilated  urine  gives  a  pronounced  reaction,  this 
shows  the  presence  of  the  substance  which  used  to  be  called  mucin  or 
nucleoalbumin.  In  this  case  proceed  as  described  below  for  the  detection 
of  nucleoalbumin. 

If  we  bear  in  mind  the  above-mentioned  possible  errors  and  the  means 
by  which  they  may  be  prevented,  there  is  hardly  another  test  for  proteid  in 
the  urine  which  is  at  the  same  time  so  easily  performed,  so  delicate,  and  so 
positive  as  Heller's.  With  this  test  even  O.OOSj^  albumin  may  be  detected 
without  difficulty.  Still  the  student  should  not  be  satisfied  with  this  test 
alone,  but  apply  at  least  a  second  test,  such  as  the  heat  test.  In  performing 
this  test  the  (primary)  albumoses  are  also  precipitated. 

The  reaction  with  metaphosphoric  acid  (see  page  26)  is  very  convenient 
and  easily  performed.  It  is  not  quite  so  delicate  and  positive  as  Heller's 
test.     The  albumoses  are  also  precipitated  by  this  reagent. 

Reaction  with  Acetic  Acid  and  Potassium  Ferrocyanide.  Treat  the  urine 
first  with  acetic  acid  until  it  contains  about  2^,  and  then  add  drop  by  drop 
a  potassium-ferrocyanide  solution  (1  :  30),  carefully  avoiding  an  excess. 
This  test  is  very  good,  and  in  the  hands  of  experts  it  is  even  more  delicate 
than  Heller's.  In  the  presence  of  very  small  quantities  of  proteid  it 
requires  more  practice  and  dexterity  than  Heller's,  as  the  relative  quan- 
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titles  of  reagent,  proteid,  and  acetic  acid  influence  the  result  of  the  test. 
The  quantity  of  salts  in  the  urine  likewise  seems  to  have  an  influence.  This 
reagent  also  precipitates  albnmoses. 

Spiegler's  Test.  Spiegler  recommends  a  solution  of  8  piirts  mercuric  chloride,  4 
parts  tartaric  acid,  20  parts  glycerin,  and  200  parts  water  as  a  very  delicate  reagent  for 
proteid  in  the  urine.  A  test-tube  is  half  filled  with  this  reagent,  and  the  urine  allowed 
to  flow  upon  its  surface  drop  by  drop  from  a  pipette  along  the  wall  of  the  test-tube.  In 
the  presence  of  proteid  a  white  ring  is  obtained  at  the  point  of  contact  between  the  two 
liquids.  The  delicacy  of  tliis  test  is  1  :  350000.  Jolles  '  does  not  consider  this  reagent 
suited  for  urines  very  poor  in  chlorine,  and  for  this  reason  he  has  changed  it  as  follows  : 
10  grm.  mercuric  chloride,  20  grm.  succinic  acid,  10  grm.  NaCl,  and  500  cc.  water. 

Roch's  Teat.  Treat  the  urine  either  with  a  20^  watery  solution  of  sulphosalicylic  acid 
or  a  few  crystals  of  the  acid.  This  reagent  does  not  precipitate  the  uric  acid  or  the  resin 
acids.' 

As  every  normal  urine  contains  traces  of  proteid,  it  is  apparent  that  very 
delicate  reagents  are  only  to  he  used  with  the  greatest  caution.  For 
ordinary  cases  Hellbe's  test  is  sufficiently  delicate.  If  no  reaction  is 
obtained  with  this  test  within  2^  to  3  minutes,  the  urine  tested  contains  less 
than  0.003^  proteid,  and  is  to  be  considered  free  from  proteid  in  the 
ordinary  sense. 

The  use  of  precipitating  reagents  presumes  that  the  urine  to  be  investi- 
gated is  perfectly  clear,  especially  in  the  presence  of  only  very  little  proteid. 
The  nrine  must  first  be  filtered.  This  is  not  easily  done  with  urine  con- 
taining bacteria,  but  a  clear  urine  may  be  obtained,  as  suggested  by 
A.  JoLLES,"  by  shaking  the  urine  with  infusorial  earth. 

The  different  color  reactions  cannot  be  directly  used,  especially  in  deep- 
colored  urines  which  only  contain  little  proteid.  The  common  salt  of  the 
urine  has  a  disturbing  action  on  Millon^'s  reagent.  To  prove  more  posi- 
tively the  presence  of  proteid,  the  precipitate  obtained  in  the  boiling  test 
may  be  filtered,  washed,  and  then  tested  with  MiLLOif's  reagent.  The 
precipitate  may  also  be  dissolved  in  dilute  alkali  and  the  biuret  test  applied 
to  the  solution.  The  presence  of  albnmoses  or  peptones  in  the  urine  is 
directly  tested  for  by  this  last-mentioned  test.  In  testing  the  urine  for 
proteid  one  should  never  be  satisfied  with  one  test  alone,  but  apply  the 
heat  test  and  Heller's  or  the  potassium-ferrocyanide  test.  In  using  the 
heat  test  alone  the  albumoses  may  be  easily  overlooked,  but  these  are 
detected,  on  the  contrary,  by  Heller's,  or  the  potassium  ferrocyanide  test. 
If  we  use  only  one  of  these  tests,  we  get  no  sufficient  intimation  of  the 
kind  of  proteid  present,  whether  it  consists  of  albumoses  or  coagulable 
proteid. 

For  practical  purposes  several  dry  reagents  for  proteid  have  been  recommended.  Be- 
sides the  metaphosphoric  acid  may  be  mentioned  Sttttz's  or  FiJKBKiNGER's  gelatin 
capsules,  which  contain  mercuric  chloride,  sodium  chloride,  and  citric  acid  ;  and  Gbiss- 
lbr's  albumin-teat  papers,  which  consist  of  strips  of  filter-paper  which  have  been  dipped 
in  a  solution  of  citric  acid  and  also  mercuric-chloride  and  potassium-iodide  solution  and 
then  dried. 

If  the  presence  of  proteid  has  been  positively  proved  in  the  urine  by  the 
above  tests,  it  then  remains  necessary  to  determine  the  variety. 

•Spiegler,  Wien.  klin.  Wochenschr.,  1892,  and  Centralbl.  f.  d.  klin.  Med.,  1893; 
Jolles,  Zeitschr.  f.  physiol.  Chem.,  Bd.  21. 

=  Plmrmaceut.  Centralhalle,  1889,  and  Zeitschr.  f.  anal.  Chem.,  Bd.  29. 
=  Zeitschr.  f.  anal.  Chem.,  Bd.  39. 
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The  Detection  of  Globulin  and  Albumin.  In  detecting  serglobulin  the 
■nrine  is  exactly  neatralized,  filtered,  and  treated  with  magnesium  sulphate 
in  substance  until  it  is  completely  satarated  at  the  ordinary  temperature,  or 
with  an  equal  volume  of  a  saturated  neutral  solution  of  ammonium  sul- 
phate. In  both  cases  a  white,  flocculent  precipitate  is  formed  in  the 
presence  of  globulin.  In  using  ammonium  sulphate  with  a  urine  rich  in 
urates  a  precipitate  consisting  of  ammonium  urate  may  separate.  This 
precipitate  does  not  appear  immediately,  bat  only  after  a  certain  time,  and 
it  nmst  not  be  mistaken  for  the  globulin  precipitate.  In  detecting  ser- 
albumin heat  the  filtrate  from  the  globulin  precipitate  to  boiling-point  or 
add  about  1^  acetic  acid  to  it  at  the  ordinary  temperature. 

Albumoses  and  peptones  have  been  repeatedly  found  in  the  urine  in 
difEereut  diseases.  Reliable  reports  are  at  hand  on  the  occurrence  of  albu- 
moses in  the  urine.  The  statements  in  regard  to  the  occurrence  of  peptones ' 
date  in  part  from  a  time  when  the  conception  of  albumoses  and  peptones 
■was  different  from  that  of  the  present  day,  and  in  part  they  are  based 
upon  investigations  using  untrustworthy  methods.  True  peptones  have 
not,  it  seems,  been  detected  in  urine,  and  what  has  been  designated  as  urine 
peptone  seem  to  have  been  chiefly  deutero-albumose. 

In  detecting  the  albumoses  the  proteid-free  urine,  or  urine  boiled  with 
addition  of  acetic  acid,  is  saturated  with  ammonium  sulphate,  which  precipi- 
tates the  albumoses.  Several  errors  are  here  possible.  The  urobilin,  which 
may  give  a  reaction  similar  to  the  biuret  reaction,  is  also  precipitated  and 
may  lead  to  mistakes  (Salkowski,  Stokvis").  A  small  quantity  of  the 
proteid  may  remain  in  solution  in  coagulation  which  may  be  precipitated 
by  the  ammonium  sulphate  and  be  mistaken  for  albumoses.  The  coagulable 
proteid  may  be  completely  precipitated  by  saturating  with  ammonium  sul- 
phate in  boiling  solu-tion;  but  according  to  Devoto'  small  quantities  of 
albumose  may  be  formed  from  the  proteid  by  heating  for  a  long  time  with 
J;he  salt.  On  heating  for  a  short  time  no  such  formation  of  albumose  takes 
place,  and  the  proteids  are  completely  coagulated. 

For  these  reasons  Bang*  has  suggested  the  following  method  for  the 
detection  of  albumoses  in  the  presence  of  coagulable  proteid.  The  urine  is 
heated  to  boiling  with  ammonium  sulphate  (8  parts  to  10  parts  urine)  and 
boiled  for  a  few  seconds.  The  still  hot  liquid  is  centrifuged  for  -^  to  1 
minute  and  separated  from  the  sediment.  The  urobilin  is  removed  from 
this  by  extraction  with  alcohol.  The  residue  is  Suspended  in  a  little  water, 
heated  to  boiling,  filtered,  whereby  the  coagulable  proteid  is  retained  on 
the  filter,  and  any  urobilin  still  present  in  the  filtrate  is  shaken  out  with 
chloroform.  The  watery  solution,  after  removal  of  the  chloroform,  is  used 
for  the  biuret  test.  For  clinical  purposes  this  method  is  very  serviceable. 
In '  regard  to  other  more  complicated  methods  we  refer  to  Huppeet- 
Nbubatjer,  Harn-Analyse,  10.  Aufl. 

'  In  regard  to  the  literature  on  albumoses  and  peptones  in  urine  see  Huppert-Neu- 
bauei',  Harn-Analyse,  10.  Aufl.,  8.  466  to  492  ;  also  A.  Stoflregen,  Ueber  das  Vorkommen 
von  Peptoii  im  Harn,  Sputum  und  Eiter  (Inaug.-Diss.,  Dorpat,  1891)  ;  H.  Hirscbfeldt, 
Ein  Beitrag  zur  Frage  der  Peptonurie  (Inaug.-Diss.,  Dorpat,  1892)  ;  and  especiiilly 
Stadelmann,  Untersuchungen  liber  die  Peptonurie.     Wiesbaden,  1894. 

"  Salkowski,  Berlin,  klin.  "Wochenschr.,  1897  ;  Stokvis,  Zeitscbr.  f.  Biologie,  Bd.  34. 

'  Zeitschr.  f.  physiol.  Ohem.,  Bd.  15. 

•*  Deutsch.  med.  'Wochenachr.,  1898. 
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If  the  albnmoses  have  been  precipitated  from  a  larger  portion  of  urine 
by  ammoniam  sulphate,  this  precipitate  is  tested  for  the  presence  of  different 
albnmoses  for  the  reasons  given  in  Chapter  II. 

The  following  serves  as  a  preliminary  determination  of  the  kind  of 
albnmoses  present  in  the  urine.  If  the  urine  contains  only  deuteroalbnmose 
it  does  not  become  cloudy  on  boiling,  does  not  give  Helleb's  test,  does  not 
become  cloudy  on  saturatiug  with  NaCl  in  neutral  reaction,  but  does  become 
cloudy  on  adding  acetic  acid  saturated  with  salt.  In  the  presence  of  only 
protalbumose,  the  urine  gives  Helleb's  test,  is  precipitated  even  in  neutral 
solution  on  saturating  with  ISTaCl,  bat  does  not  coagulate  on  boiling.  The 
presence,  of  heteroalbumose  is  shown  by  the  urine  behaving  like  the  above 
Tvith  IfaCl  and  nitric  acid,  bat  shows  a  difference  on  heating.  It  gradually 
becomes  cloady  on  warming,  and  separates  at  about  60°  C.  a  sticky  precipi- 
tate which  attaches  itself  to  the  sides  of  the  vessel  and  which  dissolves  at 
boiling  temperature  on  acidifying  the  urine,  and  reappears  on  cooling. 

Quantitative  Estimation  of  Proteid  in  Urine.  Of  all  the  methods 
proposed  thus  far,  the  coagulation  method  (boiling  with  the  addition  of 
acetic  acid)  when  performed  with  sufficient  care  gives  the  best  results. 
The  average  errors  need  never  amount  to  more  than  0.01^,  and  it  is 
generally  smaller.  In  using  this  method  it  is  best  to  first  find  how  much 
acetic  acid  must  be  added  to  a  small  portion  of  urine,  which  has  been 
previously  heated' on  the  water-bath,  to  completely  separate  the  proteid  so 
that  the  filtrate  does  not  respond  to  Helleb's  test.  Then  coagulate 
20-50-100  c.c.  of  the  urine.  Poar  the  urine  into  a  beaker  and  heat  on  the 
water-bath,  add  the  reqaired  quantity  of  acetic  acid  slowly,  stirring  con- 
stantly, and  heat  at  the  same  time.  Filler  while  warm,  wash  first  with 
water,  then  with  alcohol  and  ether,  dry  and  weigh,  incinerate  and  weigh 
again.     In  exact  determinations  the  filtrate  must  not  give  Helleb's  test. 

The  separate  estimation  of  globulins  and  albumins  is  done  by  care- 
fully neutralizing  the  urine  and  precipitating  with  MgSO,  added  to 
saturation  (Hammabstbn),  or  simply  by  adding  an  equal  volnme  of  a, 
saturated  neutral  solation  of  ammonium  sulphate  (Hofmeistee  and  Pohl  '). 
The  precipitate  consisting  of  globulin  is  thoroughly  washed  with  a  saturated 
magnesium-siilphate  or  half-saturated  ammonium-sulphate  solation,  dried 
continuously  at  110°  0.,  boiled  with  water,  extracted  with  alcohol  and 
ether,  then  dried,  weighed,  ashed,  and  weighed  again.  The  quantity  of 
albumin  is  calenlated  as  the  difference  between  the  quantity  of  globulins 
and  the  total  proteids. 

Approximate  Estimation  of  Proteid  in  Urine.  Of  the  methods  sug- 
gested for  this  purpose  none  has  been  more  extensively  employed  than 
Esbach's. 

Esbach's  "  Method.  The  acidified  urine  (acidified  with  acetic  acid)  is. 
poured  into  a  specially  graduated  tube  to  a  certain  mark,  and  then  the 
reagent  (a  2j^  citric-acid  and  1^  picric-acid  solution  in  water)  is  added  to  a 
second  mark,  the  tube  closed  with  a  rubber  stopper  and  carefully  shaken,, 
avoiding  the  production  of  froth.     The  tube  is  allowed  to  stand  24  hours^ 

'  Hammarsten,  Pflilger's  Arch.,  Bd.  17  ;  Hofmeister  and  Pohl,  Arch.  f.  cxp.  Path, 
u.  Pharm.,  Bd.  20. 

^  In  regard  to  the  literature  on  this  method  and  the  numerous  experimenls  to  deter- 
mine its  value  see  Huppert-Neubauer,  10.  Aufl.,  S.  853. 
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and  then  the  height  of  the  precipitate  in  the  graduated  tube  is  read  off. 
Tlie  reading  gives  directly  the  quantity  of  proteid  in  1000  parts  of  the 
urine.  Urines  rich  in  proteid  must  first  be  diluted  with  water.  The 
results  obtained  by  this  method  are,  however,  dependent  upon  the  tempera- 
ture; and  a  difference  in  temperature  of  5"  to  6.5°  C.  may  in  urines 
containing  a  medium  quantity  of  proteid  cause  an  error  of  0.2-0.3^  defi- 
ciency or  excess  (Ohristensen  and  Mtgge  ').  This  method  is  only  to  be 
used  in  a  room  in  which  the  temperature  may  be  kept  nearly  constant. 
The  directions  for  its  use  accompany  the  apparatus. 

Other  methods  for  the  approximate  estimation  of  proteid  are  the  optical  methods  of 
Chbistbnben  aud  Mtgqb,  of  Robektb  and  Btolnikow  as  modified  by  Brandbbeg, 
with  Hkllbe's  test,  which  has  been  simplified  for  practical  purposes  by  Mittelbach. 
The  density  methods  of  Lang,  Huppbrt.  and  Zahor  nre  nlso  very  good.  In  regard  to 
these  and  other  methods  we  refer  to  Huppeht-Nbtjbaubr'b  Harn-Analyse,  10   Aufl. 

We  have  for  the  present  no  trustworthy  method  for  the  quantitative  estimation  of  al- 
bumoses  and  peptone  in  the  urine. 

Nucleoalbumin  and  Mucin.  According  to  K.  Moenee  traces  of  urinary 
mucoid  may  pass  into  solution  in  the  urine;  otherwise  normal  urine  con- 
tains no  mucin.  There  is  no  doubt  that  we  may  have  cases  where  true 
mucin  appears  in  the  urine;  in  most  cases  mucin  has  probably  been 
mistaken  for  so-called  nucleoalbumin.  The  occurrence,  under  some  circum- 
stances, of  nucleoalbumin  in  the  urine  is  not  to  be  denied,  as  such  substances 
occur  in  the  kidneys  and  urinary  passages;  still  inmost  cases  this  nucleo- 
albumin, as  shown  by  K.  Morner,'  is  of  an  entirely  different  kind. 

Every  urine,  according  to  Mokker,  contains  a  little  proteid  and  in 
addition  substances  precipitating  proteid.  If  the  urine  freed  from  salts  by 
dialysis  is  shaken  with  chloroform  after  the  addition  of  1-3  p.  m.  acetic 
acid,  a  precipitate  is  obtained  which  acts  like  a  nucleoalbumin.  If  the  acid 
filtrate  is  treated  with  seralbumin,  a  new  and  similar  precipitate  is  obtained 
due  to  the  presence  of  a  residue  of  the  substance  precipitating  proteids. 
The  most  important  of  these  proteid-precipitating  substances  is  chon- 
droi tin-sulphuric  acid  and  nucleic  acid,  although  to  a  much  smaller  extent. 
Taurocholic  acid  may  in  a  few  cases,  especially  in  icteric  urines,  be  precipi- 
tated. The  substances  isolated  by  different  investigators  from  urine  by  the 
addition  of  acetic  acid  and  called  "  dissolved  mucin  "  or  "  nucleoalbumin  " 
are  considered  by  Moenee  as  a  combination  of  proteid  with  chiefly  chon- 
droitin-sulphuric  acid,  and  to  a  less  extent  with  nucleic  acid,  and  also  perhaps 
with  taurocholic  acid. 

As  normal  urine  habitually  contains  an  excess  of  substance  precipitating 
proteids,  it  is  apparent  that  an  increased  elimination  of  so-called  nucleo- 
albumin may  be  caused  simply  by  an  increased  elimination  of  proteid. 
This  happens  to  a  still  greater  extent  in  cases  where  the  proteid  as  well  as. 
the  proteid-precipitating  substance  is  eliminated  to  an  increased  extent. 

'  Chrislensen,  Virchow's  Arch.,  Bd.  115. 
»  Skand.  Arch.  f.  Physiol.,  Bd.  6. 
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Detection  of  so-called  Nucleoalbumins.  "When  a  urine  becomes  cloudy 
or  precipitated  on  the  addition  of  acetic  acid,  and  when  it  gives  a  more 
typical  reaction  with  Hbllbe's  test  after  dilution  of  the  urine  than  before, 
one  is  justified  in  making  tests  for  mucin  and  nucleoalbumin.  As  the  salt 
of  the  urine  interferes  considerably  with  the  precipitation  of  these  sabstances 
by  acetic  acid,  they  must  first  be  removed  by  dialysis.  As  large  a  quantity 
of  urine  as  possible  is  dialyzed  (with  the  addition  of  chloroform)  until  the 
salts  are  removed.  Then  acetic  acid  is  added  until  it  contains  2  p.m.,  and  is 
allowed  to  stand.  The  precipitate  is  dissolved  in  water  by  the  aid  of  the 
smallest  possible  quantity  of  alkali  and  precipitated  again.  In  testing  for 
chondroitin-sulphuric  acid  a  part  is  warmed  on  the  water-bath  with  about  5fi 
hydrochloric  acid.  If  positive  results  are  obtained  on  testing  for  sulphuric 
acid  and  reducing  substance,  then  chondroproteid  was  present.  If  a  reduc- 
ing substance  can  be  detected  but  no  sulphuric  acid,  then  mucin  is  probably 
there.  If  it  does  not  contain  any  sulphuric  acid  or  reducing  substance,  a 
part  of  the  precipitate  is  exposed  to  pepsin  digestion  and  another  part  used 
for  the  determination  of  any  organic  phosphorus.  If  positive  results  are 
obtained  from  these  tests,  then  we  must  differentiate  between  nucleoalbumin 
and  nucleoproteid  by  special  tests  for  nuclein  bases.  No  positive  conclusion 
can  be  drawn  except  by  using  very  large  quantities  of  urine. 

Nudeohuton.  In  a  case  of  pseudoleucsemia  A.  Jollbs  found  a  phosphorized  protein 
substance  which  he  considers  as  identical  with  nucleohiston.  Histon  is  claimed  to  have 
been  found  in  some  cases  by  Krbhl  and  Mattheb  and  by  Kolisch  and  Bdbian.' 

Blood  and  Blood-coloring  Matters.  The  urine  may  contain  blood  from 
hemorrhage  in  the  kidneys  or  other  parts  of  the  urinary  passages  (hjema- 
tukia).  In  these  cases,  when  the  quantity  of  blood  is  not  very  small,  the 
urine  is  more  or  less  cloudy  and  colored  reddish,  yellowish  red,  dirty  red, 
brownish  red,  or  dark  brown.  In  recent  hemorrhages,  in  which  the  blood 
has  not  decomposed,  the  color'  is  nearer  blood-red.  Blood-corpuscles  may 
be  found  in  the  sediment,  sometimes  also  blood-casts  and  smaller  or  larger 
blood-clots. 

In  certain  cases  the  urine  contains  no  blood-corpuscles,  but  only  dis- 
solved blood-col(Jring  matters,  haemoglobin  or,  and  indeed  quite  often, 
methaemoglobin  (h^moglobi^stubia).  The  blood-pigments  appear  in  the 
urine  under  different  conditions,  as  in  dissolution  of  blood  in  poisoning  with 
arseniuretted  hydrogen,  chlorates,  etc.,  after  serious  burns,  after  transfusion 
of  blood,  and  also  in  the  periodic  appearance  of  hasmoglobinuria  with  fever. 
In  hasmoglobinuria  the  urine  may  also  have  an  abundant  grayish-brown 
sediment  rich  in  proteid  which  contains  the  remains  of  the  stromata  of  the 
red  blood-corpuscles.  In  animals  hsemoglobinuria  may  be  produced  by 
many  causes  which  force  free  hsemoglobin  into  the  plasma. 

To  detect  blood  in  the  urine  we  make  use  of  the  microscope,  spectro- 
scope, the  gnaiacum  test,  and  Heller's  or  Heller-Teichmann's  test. 

Microscopic  Investigation.  The  blood-corpuscles  may  remain  undissolved 
for  a  long  time  in  acid  urine;  iu  alkaline  urine,  on  the  contrary,  they  are 

'  Jolles,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  30;  Krehl  and  Matthes,  Deutsch. 
Arch.  f.  klin.  Med.,  Bd.  54;  Kolisch  and  Burian,  Zeitschr.  f.  klin.  Med.,  Bd.  29. 
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easily  changed  and  dissolved.  They  often  appear  entirely  unchanged  in  the 
sediment;  in  some  cases  they  are  distended,  and  in  others  unequally  pointed 
or  jagged  like  a  thorn-apple.  In  hemorrhage  of  the  kidneys  a  cylindrical 
clot  is  sometimes  found  in  the  sediment,  which  is  covered  with  numerous 
red'  blood-corpuscles,  forming  casts  of  the  urinary  passages.  These  forma- 
tions are  called  blood-casts. 

The  spectroscopic  investigation  is  naturally  of  very  great  value;  and  if 
it  be  necessary  to  determine  not  only  the  presence  but  also  the  kind  of 
coloring  matter,  this  method  is  indispensable.  In  regard  to  the  optical 
behavior  of  the  various  blood -pigments  we  mast  refer  to  Chapter  VI. 

Ouaiacum  Test.  Mix  in  a  test-tube  equall  volumes  of  tincture  of 
guaiacum  and  old  turpentine  which  has  become  strongly  ozonized  by  the 
action  of  air  under  the  influence  of  light.  To  this  mixture,  which  must  not 
have  the  slightest  blue  color,  add  the  urine  to  be  tested.  In  the  presence 
of  blood  or  blood- pigments,  first  a  bluish-green  and  then  a  beautiful  bine 
ring  appears  where  the  two  liquids  meet.  On  shaking  the  mixture  it 
becomes  more  or  less  blue.  Normal  urine  or  one  containing  proteid  does 
not  give  this  reaction.  For  the  explanation  of  this  we  must  refer  the  reader 
to  Chapter  VI,  page  142.  Urine  containing  pus,  although  no  blood  is 
present,  gives  a  blue  color  with  these  reagents;  but  in  this  case  the  tincture 
of  guaiacum  alone,  without  turpentine,  is  colored  blue  by  the  urine 
(ViTALi').  This  is  at  least  true  for  a  tincture  that  has  been  exposed  for 
some  time  to  the  action  of  air  and  sunlight.  The  blue  color  produced  by 
pus  differs  from  that-produced  by  blood-coloring  matters  by  disappearing  on 
heating  the  urine  to  boiling.  A  urine  alkaline  by  decomposition  must  first 
be  made  faintly  acid  before  performing  the  reaction.  The  turpentine 
should  he  kept  exposed  to  sunlight,  while  the  tincture  of  guaiacum  must 
be  kept  in  a  dark  glass  bottle.  These  reagents  to  be  of  use  must  be  con- 
trolled by  a  liquid  containing  blood.  This  test,  it  is  true,  in  positive  results 
is  not  absolutely  decisive,  because  other  bodies  may  give  a  blue  reaction;  but 
when  properly  performed  it  is  so  extremely  delicate  that  when  it  gives 
negative  results  any  other  test  for  blood  is  superfluous. 

Heller-Teichmanit's  Test.  If  a  neutral  or  faintly  acid  urine  contain- 
ing blood  is  heated  to  boiling,  we  always  obtain  a  mottled  precipitate 
consisting  of  proteid  and  hsematin.  If  caustic  soda  is  added  to  the  boiling- 
hot  test,  the  liquid  becomes  clear  and  turns  green  when  examined  in  thin 
layers  (due  to  hsematin  alkali),  and  a  red  precipitate,  appearing  green  by 
reflected  light,  re-forms,  consisting  of  earthy  phosphates  and  hsematin. 
This  reaction  is  called  Heller's  blood-test.  If  this  precipitate  is  collected 
after  a  time  on  a  small  filter,  it  may  be  used  for  the  hsemin  test  (see  page 
150).  If  the  precipitate  contains  only  a  little  blood-coloring  matter  with  a 
larger  quantity  of  earthy  phosphates,  then  wash  it  with  dilute  acetic  acid, 

'  See  Maly's  Jahresber.,  Bd.  18. 
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which  dissolves  the  earthy  phosphates,  and  ase  the  residue  for  the  prepara- 
tion of  Teichmann's  htemin  crystals.  If,  on  the  contrary,  the  amount  of 
phosphates  is  yery  small,  then  first  add  a  little  CaCl,  solution  to  the  urine, 
heat  to  boiling,  and  add  simultaneously  with  the  caustic  potash  some 
sodium- phosphate  solution.  In  the  presence  of  only  very  small  quantities 
of  blood,  first  make  the  urine  very  faintly  akaline  with  ammonia,  add 
tannic  acid,  acidify  with  acetic  acid,  and  use  the  precipitate  in  the  prepara- 
tion of  the  hsemin  crystals  (Stkuve  ') . 

Hsematoporphyrin.  Since  the  occurrence  of  hsematoporphyrin  in  the 
urine  in  various  diseases  has  been  made  very  probable  by  several  investi- 
gators, such  as  ISTeussee,  Stokvis,  MacMunj^t,  Le  Nobel,  Eussel, 
OoPEMAK,  and  others,"  Salkowski  has  positively  shown  the  presence  of 
this  pigment  in  the  urine  after  salphonal  intoxication.  It  was  first  isolated 
in  a  pure  crystalline  state  by  Hammaestek  °  from  the  urine  of  insane 
women  after  sulphonal  intoxication.  According  to  Gaebod  and  Saillet  * 
traces  of  hsematoporphyrin  (Saillet's  urospectrin)  occur  regularly  in 
normal  urines.  It  is  also  found  in  the  urine  during  different  diseases, 
although  it  only  occurs  in  small  quantities.  It  has  been  found  in  consider- 
able quantities  in  the  urine  after  intoxication  with  salphonal. 

Urine  containing  hsematoporphyrin  is  sometimes  only  slightly  colored, 
while  in  other  cases,  as  for  example  after  the  use  of  sulphonal,  it  is  more  or 
less  deep  red  in  color.  The  color  depends  in  these  last-mentioned  cases,  in 
greatest  part,  not  upon  hsematoporphyrin,  but  upon  other  red  or  reddish- 
brown  pigments  which  have  not  been  sufiiciently  studied. 

In  the  detection  of  small  quantities  of  hsematoporphyrin  proceed  as  sug- 
gested by  Gaeeod.  Precipitate  the  urine  with  a  10^  caustic-soda  solution 
f20  c.c.  for  every  100  c.c.  urine).  The  phosphate  precipitate  containing 
the  pigtaent  is  dissolved  in  alcohol  hydrochloric  acid  (15-30  c.c.)  and  the 
solution  investigated  by  the  spectroscope.  In  more  exact  investigation 
make  the  solution  alkaline  with  ammonia,  add  enough  acetic  acid  to  dis- 
solve the  phosphate  precipitate,  shake  with  chloroform,  which  takes  up  the 
pigment,  and  test  this  solution  with  the  spectroscope. 

In  the  presence  of  larger  quantities  of  heematoporphyrin  the  urine  is  first 
precipitated,  according  to  Salkowski,  with  an  alkline  barium-chloride  solu- 
tion (a  mixture  of  equal  volumes  of  barium-hydrate  solution,  saturated  in 
the  cold  and  a  10$^  barinm-chloride  solution),  or,  according  to  Hammaetsek,'^ 
with  a  barium-acetate  solution.     The  washed  precipitate,  which  contains 

'  Zeitschr.  f.  anal.  Chem.,  Bd.  11. 

"  A  very  complete  index  ot  the  literature  on  hsematoporphyrin  in  the  urine  may  be 
found  in  R.  Zoja,  Sn  qualche  pigmento  di  alcune  urine,  etc.,  in  Arch.  Ital.  di  clin. 
Med.,  1893. 

'  Salkowski,  Zeitschr.  f.  physiol.  Chem.,  Bd.  15 ;  Hammarsten,  Skand.  Arch.  f. 
Physiol.,  Bd.  3. 

■•  Garrod,  Journ.  of  Physiol.  Vols.  18  (contains  review  of  literature)  and  17  ;  Saillet, 
Kevue  de  medecine.  Tome  16. 

'  Salkowski,  1.  c. ;  Hammarsten,  1.  c. 


MELANIN  AND  PUS.  493 

the  haematoporphyrin,  is  allowed  to  stand  some  time  at  the  temperature  of 
the  room  with  alcohol  containing  hydrochloric  or  sulphuric  acid  and  then 
filtered.  The  filtrate  shows  the  characteristic  spectrum  of  hsematoporphyrin 
in  acid  solution,  and  gives  the  spectrum  of  alkaline  haematoporphyrin  after 
saturation  with  ammonia.  If  the  alcoholic  solution  is  mixed  with  chloro- 
form and  a  large  quantity  of  water  added  and  carefully  shaken,  sometimes 
a  lower  layer  of  chloroform  is  obtained  which  contains  very  pure  haemato- 
porphyrin, while  the  upper  layer  of  alcohol  and  water  contains  the  other 
pigments  besides  some  haematoporphyrin. 

Other  methods,  which  have  no  advantage  over  Gahrod's  method,  have  been  sug- 
gested by  RiVA  and  Zoja  as  v^ell  as  Saillet.' 

Baumstark  '  found  in  a  case  of  leprosy  two  characteristic  coloring  matters  in  the 
urine,  "  urorubrohoematin  "  and  "  urofuscohsematin,"  which,  as  their  names  Indicate, 
seem  to  stand  in  close  relationship  to  the  blood-coloring  matters.  Urorubrohcematin, 
CesHBiNsFejOad ,  contains  iron  and  shows  in  acid  solution  an  absorption-band  in  front 
of  D  and  a  broader  one  back  of  D.  In  alkaline  solution  it  shows  four  bands — behind 
D,  at  B,  beyond  F,  aud  behind  O.  It  is  not  soluble  either  in  water,  alcohol,  ether,  or 
chloroform.  It  gives  a  beautiful  brownish-red  uon-dichroitic  liquid  with  alkalies. 
Urofuscohcsmatin,  CesHioiNeOM ,  which  is  free  from  iron,  shows  no  characteristic 
spectrum  ;  it  dissolves  in  alkalies,  producing  a  brown  color.  It  remains  to  be  proved 
whether  these  two  pigments  are  related  to  (impure)  htematoporphyrin. 

Melanin.  In  the  presence  of  melanotic  cancers  dark  pigments  are  sometimes  elim- 
inated with  the  urine.  K.  MObneb  has  isolated  two  pigments  from  such  a  urine,  of 
which  one  was  soluble  in  warm  50-75^  acetic  acid,  and  the  other,  on  the  contrary,  was 
insoluble.  The  one  seemed  to  be  phymatorhusin  (see  Chapter  XVI).  Usually  the  urine 
■does  not  contain  auy  melanin,  but  a  chromogen  of  melanin,  a  melanogen.  In  such 
cases  the  urine  gives  Eiselt'b  reaction,  becoming  dark-colored  with  oxidizing  agents 
such  as  concentrate  nitiic  acid,  potassium  bichromate  and  sulphuric  acid,  as  well  as 
with  free  sulphuric  acid.  Urine  containing  melanin  or  melanogen  is  colored  black  by 
ferric-chloride  solution  (v.  Jaksch  ■). 

TTrorosein,  so  named  by  Nencki,*  is  a  urinary  coloring  matter  occurring  in  various 
diseases,  but  which  is  not  a  constituent  of  normal  urine.  The  pigment  does  not  occur 
preformed  in  the  urine,  but  first  makes  its  appearance  after  the  addition  of  mineral  acids. 
It  is  readily  soluble  in  water,  dilute  mineral  acids,  ethyl  and  amyl  alcohol.  It  is 
removed  from  the  acid  urine  by  shaking  with  amyl  alcohol.  It  differs  from  indigo-red 
in  the  following  :  Alkalies  immediately  decolorize  a  urorosein  solution,  but  not  an  indigo- 
red  solution.  Urorosein  is  removed  from  its  amyl-alcohol  solution,  by  shaking  with 
dilute  alkali,  while  indigo-red  is  not.  If  the  acid  urine  is  shaken  with  chloroform, 
indigo-red  is  taken  up.  but  not  urorosein.  Urorosein  is  soon  decomposed  by  light  and 
shows  a  sharply  defined  absorption -band  between  J)  and  K  The  red  pigment  appear- 
ing in  urines  rich  in  skatol  after  the  addition  of  hydrochloric  acid  differs  from  urorosein 
by  being  insoluble  in  water,  but  being  readily  soluble  in  ether  and  chloroform. 

Pus  occurs  in  the  urine  in  different  inflammatory  affections,  especially 
in  catarrh  of  the  bladder  and  in  inflammation  of  the  pelvis  of  the  kidneys  or 
the  urethra. 

Pus  is  best  detected  by  means  of  the  microscope.  The  pus-cells  are 
rather  easily  destroyed  in  alkaline  urines.  In  detecting  pus  we  make  use 
■of  Donne's  pus-test,  which  is  performed  in  the  following  way:  Pour  off  the 
nrine  from  the  sediment  as  carefully  as  possible,  place  a  small  piece  of 
caustic  alkali  on  the  sediment,  and  stir.  If  the  pus-cells  have  not  been 
previously  changed,  the  sediment  is  converted  by  this  means  into  a  slimy 
tough  mass. 

'  Riva  and  Zoja,  Maly's  Jahresber.,  Bd.  24 ;  Saillet,  1.  c. 

'  Pfluger's  Arch.,  Bd.  9. 

«  K.  MOrner,  Zeitschr.  f.  physiol.  Chem.,  Bd.  11  ;  v.  Jaksch,  ibid.,  Bd.  18. 

■■  Nencki  and  Sieber,  Journ.  f.  prakt.  Chem.  (N.  F.),  Bd.  26. 
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The  piis-corpuscles  swell  up  in  alkaline  urines,  dissolve,  or  at  least  are 
so  changed  that  they  cannot  be  recognized  under  the  microscope.  The 
urine  in  these  cases  is  more  or  less  slimy  or  fibrous,  and  it  is  precipitated  in 
large  flakes  by  acetic  acid,  so  that  it  may  possibly  be  mistaken  for  mucin. 
The  closer  investigation  of  the  precipitate  produced  by  acetic  acid,  and 
especially  the  appearance  or  non-appearance  of  a  reducing  substance  after 
boiling  it  with  a  mineral  acid,  demonstrates  the  nature  of  the  precipitated 
substance.     Urine  containing  pus  always  contains  proteid. 

Bile-acids.  The  reports  in  regard  to  the  occurrence  of  bile-acids 
in  the  urine  under  physiological  conditions  do  not  agree.  According  to 
DRAGEJiTDOiiFF  and  Hone  traces  of  bile-acids  occur  in  the  urine;  according 
to  Mackat  and  v.  Udranszkt  and  K.  Moestee'  they  do  not.  Patho- 
logically they  are  present  in  the  urine  in  hepatogenic  icterus,  although  not 
invariably. 

Detection  of  Bile-acids  in  the  Urine.  Pettenko fee's  test  gives  the  most 
decisive  reaction;  but  as  it  gives  similar  color  reactions  with  other  bodies,  it 
must  be  supplemented  by  the  spectroscopic  investigation.  The  direct  test 
for  bile-acids  is  easy  after  the  addition  of  traces  of  bile  to  a  normal  urine. 
But  the  direct  detection  in  a  colored  icteric  urine  is  more  difficult  and  gives 
very  misleading  results;  the  bile-acid  must  therefore  always  be  isolated  from 
the  urine.  This  may  be  done  by  the  following  method  of  Hoppe-Setlee, 
which  is  slightly  modified  in  non-essential  points. 

Hoppe-Seylee's  Method.  Concentrate  the  urine,  and  extract  the 
residue  with  strong  alcohol.  The  filtrate  is  freed  from  alcohol  by  evap- 
oration and  then  precipitated  by  basic  lead  acetate  and  ammonia.  The 
washed  precipitate  is  treated  with  boiling  alcohol,  filtered  hot,  the  filtrate 
treated  with  a  few  drops  of  soda  solution,  and  evaporated  to  dryness.  The 
dry  residue  is  extracted  with  absolute  alcohol,  filtered,  and  an  excess  of 
ether  added.  The  amorphous  or,  after  a  longer  time,  crystalline  precipitate 
consisting  of  alkali  salts  of  the  biliary  aCids  is  used  in  performing  Petteis"- 
kofee's  test. 

Bile-coloring  matters  occur  in  the  urine  in  different  forms  of  icterus. 
A  urine  containing  bile-pigments  is  always  abnormally  colored — yellow, 
yellowish  brown,  deep  brown,  greenish  yellow,  greenish  brown,  or  nearly 
pure  green.  On  shaking  it  froths,  and  the  bubbles  are  yellow  or  yellowish 
green  in  color.  As  a  rule  icteric  urine  is  somewhat  cloudy,  and  the  sedi- 
ment is  frequently,  especially  when  it  contains  epithelium-cells,  rather 
strongly  colored  by  the  bile-pigments.  In  regard  to  the  occurrence  of 
urobilin  in  icteric  urine  see  page  456. 

Detection  of  Bile-coloring  Matters  in  Urine.  Many  tests  have  been  pro- 
posed for  the  detection  of  bile-coloring  matters.  Ordinarily  we  obtain  the 
best  results  either  with  Gmelin's  or  with  Huppbet's  test. 

GMEHiir's  test  may  be  applied  directly  to  the  urine  ;  but  it  is  better  to 
use  Eosenbach's  modification.  Through  a  very  small  filter  filter  the 
urine,  which  is  deep-colored  from  the  retained  epithelium-cells  and  bodies. 

'  Cited  from  Huppert-Neubauer,  Harn-Analyse,  10.  Aufl.,  S.  339. 
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of  that  nature.  After  the  liquid  has  entirely  passed  through  apply  to  the 
inside  of  the  filter  a  drop  of  nitric  acid  which  contains  only  very  little 
nitrous  acid.  A  pale-yellow  spot  will  be  formed  which  is  surrounded  by 
colored  rings  which  appear  yellowish  red,  violet,  blue,  and  green  from 
within  outward.  This  modification  is  very  delicate,  and  it  is  hardly  possi- 
ble to  mistake  indican  and  other  coloring  matters  for  the  bile-pigments. 
Several  other  modifications  of  Gmelin's  direct  test,  e.g.,  with  concentrated 
sulphuric  acid  and  nitrate,  etc.,  have  been  proposed,  but  they  are  neither 
simpler  nor  more  delicate  than  Eosbnbach's  modification. 

Hupfeet's  Reaction.  In  a  dark-colored  urine  or  one  rich  in  indican 
we  do  not  always  obtain  good  results  with  Gmelin''s  test.  In  such  cases, 
as  also  in  urines  containing  blood-coloring  matters  at  the  same  time,  the 
urine  is  treated  with  lime-water,  or  first  with  some  CaCl,  solution,  and  then 
with  a  solution  of  soda  or  ammonium  carbonate.  The  precipitate  which 
contains  the  bile-coloring  matters  is  filtered,  washed,  dissolved  in  alcohol 
which  contains  5  c.c.  concentrated  hydrochloric  acid  in  100  c.c.  (1.  Munk  '), 
and  heated  to  boiling  when  the  solution  becomes  green  or  bluish-green. 

Hammaksten's  Reaction.  Por  ordinary  cases  it  is  sufficient  to  add  a  few 
drops  of  the  urine  to  about  2-3  c.c.  of  the  reagent  (see  page  335),  when  the 
mixture  immediately  after  shaking  turns  a  beautiful  green  or  bluish  green, 
which  remains  for  several  days.  In  the  presence  of  only  very  small  quan- 
tities of  bile-pigments,  especially  with  blood  or  other  pigments  at  the  same 
time,  pour  about  10  c.c.  of  the  acid  or  nearly  neutral  (not  alkaline)  urine 
into  the  tube  of  a  small  centrifugal  machine,  and  add  BaCl,  solution  and  cen- 
trifuge for  about  one  minute.  The  liquid  is  decanted  ofE  and  the  sediment 
stirred  with  about  1  c.c.  of  the  reagent  and  centrifuged  again.  A  beautiful 
green  solution  is  obtained,  which  may  be  changed  by  the  addition  of  in- 
creased quantities  of  the  acid  mixture  to  blue,  violet,  red,  and  reddish  yel- 
low. The  green  color  may  be  obtained  in  the  presence  of  1  part  bile-pig- 
ment in  500,000-1,000,000  parts  urine.  In  the  presence  of  large  amounts 
of  other  pigments  calcium  chloride  is  better  suited  than  barium  chloride. 

The  very  delicate  reaction  as  suggested  by  Jolles  is  unfortunately  not 
serviceable  on  account  of  the  formation  of  froth,  especially  in  the  presence  of 
proteid  and  blood-pigments. 

Stokvis's  reaction  is  especially  valuable  as  a  control  test  in  those  cases 
in  which  the  urine  contains  only  very  little  bile-coloring  matter  together  with 
larger  quantities  of  other  coloring  matters.  The  test  is  performed  as  fol- 
lows: 20-30  c.c.  urine  is  treated  with  5-10  c.c.  of  a  solution  of  zinc  ace- 
tate (1  :  5).  The  precipitate  is  washed  on  a  small  filter  with  water  and  then 
dissolved  in  a  little  ammonia.  The  new  filtrate  gives,  either  directly  or  after 
it  has  stood  a  short  time  in  the  air  until  it  has  a  peculiar  brownish-green 
color,  the  absorption-bands  of  bilicyanin  (see  page  335).  This  reaction  is 
unfortunately  not  sufficiently  delicate. 

Many  other  reactions  for  bile-coloring  matters  in  the  urine  have  been 
proposed;  but  as  those  above  mentioned  are  sufficient,  it  is  perhaps  only  nec- 
essary to  give  here  a  few  of  the  other  reactions,  without  entering  into  details. 

Ultzmann's  reaction  consists  in  treating  about  10  c.  c.  of  the  urine  with  3-4  c.  c. 
concentrated  caustic-potash  solution  and  then  acidifying  with  hydrochloric  iicid.  The 
urine  will  become  a  beautiful  green. 

Smith's  Reaction.    Pour  carefully  over  the  urine  tincture  of  iodine,  whereby  a  green 

'  Du  Bois-Reymond's  Arch. ,  1898. 
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Ting  appears  between  the  two  liquids.  You  may  also  shake  the  urine  with  tincture  of 
Iodine  until  it  has  a  green  color. 

Ehrlich's  I'est.  First  mix  the  urine  with  an  equal  volume  of  dilute  acetic  acid  and 
then  add  drop  by  drop  a  solution  of  sulpho-diazobenzol.  The  acid  mixture  becomes 
dark  red  in  tlie  presence  of  bilirubin,  and  this  color  becomes  bluish  violet  on  the^addi- 
tion  of  glacial  acetic  acid.  The  sulpho-diazobenzol  is  prepared  with  1  grm.  sulphanilic 
acid,  15  c.  c.  hydrochloric  acid,  and  0.1  grm.  sodium  nitrite  ;  this  solution  is  diluted  to 
1  litre  with  water. 

Medicinal  coloring  matters  produced  from  santonin,  rhubarb,  senna,  etc.,  may 
give  an  abnormal  color  to  the  urine  which  may  be  mistaken  for  bile-coloring  matters  or, 
in  alkaline  urines,  perhaps  for  blood-coloring  matters.  If  hydrochloric  acid  is  added  to 
such  a  urine,  it  becomes  yellow  or  pale  yellow,  while  on  the  addition  of  an  excess  of 
alkali  it  becomes  a  more  or  less  beautiful  red. 

Sugar  in  Urine. 

The  occurrence  of  traces  of  grape-sugar  in  the  urine  of  perfectly  healthy 
persons  has  been,  as  above  stated  (page  459),  quite  positively  proved.  If 
sugar  appears  in  the  urine  in  constant  and  especially  in  large  quantities,  it 
must  be  considered  as  an  abnormal  constituent.  We  have  given  in  a  pre- 
vious chapter  several  of  the  principal  causes  of  glycosuria  in  man  and 
animals,  and  we  refer  the  reader  to  Chapters  VIII  and  IX  for  the  essential 
fact?  in  regard  to  the  appearance  of  sugar  in  the  urine. 

In  man  the  appearance  of  glucose  in  the  urine  has  been  observed 
under  various  pathological  conditions,  such  as  lesions  of  the  brain  and 
especially  of  the  medulla  oblongata,  abnormal  circulation  in  the  abdomen, 
diseases  of  the  heart,  lungs,  and  liver,  cholera,  and  many  other  diseases. 
The  continued  presence  of  sugar  in  human  urine,  sometimes  in  very 
considerable  quantities,  occurs  in  diabetes  mellitus.  In  this  disease 
there  may  be  an  elimination  of  1  kilogramme  or  even  more  of  grape- 
sugar  per  day.  In  the  beginning  of  the  disease,  when  the  quantity 
of  sugar  is  still  very  small,  the  urine  often  does  not  appear  abnormal. 
In  more  developed,  typical  cases  the  quantity  of  urine  voided  increases 
considerably,  to  3-6-10  litres  per  day.  The  percentage  of  the  physi- 
ological constituents  is  as  a  rule  very  low,  while  their  absolute  daily 
quantity  is  increased.  The  urine  is  pale,  but  of  a  high  specific  gravity, 
1.030-1.040  or  even  higher.  The  high  specific  gravity  depends  upon  the 
quantity  of  sugar  present, — which  varies  in  different  cases,  but  may  be  as 
high  as  10^.  The  urine  is  therefore  characterized  in  typical  cases  of  dia- 
betes by  the  very  large  quantity  voided,  by  the  pale  color  and  high  specific 
gravity,  and  by  its  containing  sugar. 

That  the  urine  after  the  introduction  of  certain  medicines  or  poisonous 
bodies  into  the  system  contains  reducing  bodies,  conjugated  glycuronic 
acids,  which  may  be  mistaken  for  sugar,  has  already  been  mentioned. 

The  properties  and  reactions  of  glucose  have  been  treated  of  in  a  pre- 
vious chapter,  and  it  remains  but  to  mention  the  methods  of  detecting  and 
quantitatively  determining  glucose  in  the  urine. 
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The  detection  of  sugar  in  the  urine  is  ordinarily,  in  the  presence  of  not 
too  small  quantities  of  sugar,  a  very  simple  task.  The  presence  of  only  -very 
small  quantities  may  make  its  detection  sometimes  very  difficult  and  labori- 
ous. A  urine  containing  proteid  must  first  have  the  proteid  removed  by 
coagulation  with  acetic  acid  and  heat  before  it  can  be  tested  for  sugar. 

The  tests  which  are  most  frequently  employed  and  are  especially  recom- 
mended are  as  follows: 

Trommee's  Test.  In  a  typical  diabetic  urine  or  one  rich  in  sugar  this 
test  succeeds  well,  and  it  may  be  performed  in  the  manner  suggested  on 
page  81.  This  test  may  lead  to  very  great  mistakes  in  urines  poor  in  sugar, 
especially  when  they  have  at  the  same  time  normal  or  increased  amounts  of 
physiological  constituents,  and  therefore  it  cannot  be  recommended  to  phy- 
sicians or  to  persons  inexperienced  in  such  work.  Normal  urine  contains 
reducing  substances,  such  as  uric  acid,  creatinin,  and  others,  and  therefore 
a  reduction  takes  place  with  all  urine  on  using  this  test.  We  do  not  generally 
lave  a  separation  of  copper  suboxide,  but  still  if  we  vary  the  proportion  of 
the  alkali  to  the  copper  sulphate  and  boil,  we  often  have  an  actual  separation 
•of  suboxide  in  normal  urines,  or  we  obtain  a  peculiar  yellowish-red  liquid 
■due  to  finely  divided  hydrated  suboxide.  This  occurs  especially  on  the  addi- 
tion of  much  alkali  or  too  much  copper  sulphate,  and  by  careless  manipula- 
tion the  inexperienced  worker  may  therefore  sometimes  obtain  apparently 
positive  results  in  a  normal  urine.  On  the  other  hand,  as  urine  contains 
substances,  such  as  creatinin  and  ammonia  (from  the  urea),  which  in  the 
presence  of  only  little  sugar  may  keep  the  copper  suboxide  in  solution,  he 
may  easily  overlook  small  quantities  of  sugar  that  may  be  present. 

Teommee's  test  may  of  course  be  made  positive  and  useful,  even  in  the 
presence  of  very  small  quantities  of  sugar,  by  using  the  modification 
suggested  by  Woem  Mullbe.  As  this  modification  is  rather  complicated 
and  requires  much  practice  and  exactness,  it  is  probably  rarely  employed  by 
the  busy  physician.     The  following  test  is  to  be  preferred. 

Almen's  bismutJi  test,  which  recently  has  been  incorrectly  called 
Ntlandee's  test,  is  performed  with  the  alkaline  bismuth  solution  prepared 
as  above  described  (page  81).  For  each  test  10  c.c.  of  urine  is  taken  and 
treated  with  1  c.c.  of  the  bismuth  solution  and  boiled  for  a  few  minutes. 
In  the  presence  of  sugar  the  urine  becomes  darker  yellow  or  yellowish 
brown.  Then  it  grows  darker,  cloudy,  dark  brown,  or  nearly  black,  and 
non-transparent.  After  a  longer  or  shorter  time  a  black  deposit  appears, 
the  supernatant  liquid  gradually  clears,  but  still  remains  colored.  In  the 
presence  of  only  very  little  sugar  the  test  is  not  black  or  dark  brown,  but 
simply  deeper-colored,  and  not  until  after  some  time  do  we  see  on  the  upper 
layer  of  the  phosphate  precipitate  a  dark  or  black  edge  (of  bismuth  ?). 
In  the  presence  of  much  sugar  a  larger  amount  of  reagent  may  be  used 
without  disadvantage.  In  a  urine  poor  in  sugar  we  must  use  only  1  c.c.  of 
the  reagent  for  every  10  c.c.  of  the  urine. 

This  test  shows  the  presence  of  0.5  p.  m.  sugar  in  the  urine.  The 
sources  of  error  which  interfere  in  Trommee's  test,  such  as  the  presence  of 
uric  acid  and  creatinin,  entirely  disappear  in  this  test.  The  bismuth  test 
is,  besides,  mote  easily  performed,  and  it  is  therefore  to  be  recommended  to 
ihe  physician.  Small  quantities  of  proteid  do  not  interfere  with  this  test; 
large  quantities  may  give  rise  to  an  error  by  forming  bismuth  sulphide,  and 
therefore  must  be  removed  by  coagulation. 
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In  using  this  method  it  must  not  be  overlooked  that  it  is,  like  Tkommee's 
test,  a  reduction  test,  and  it  consequently  may  show,  besides  sugar,  certain  , 
other  reducing  substances.  Such  bodies  are  various  conjugated  glycuronic 
acids  which  may  appear  in  the  urine.  Positive  results  have  been  obtained 
with  the  bismuth  test  on  urine  after  the  use  of  several  medicines,  such  as 
rhubarb,  senna,  antipyrin,  kairin,  salol,  turpentine,  and  others.  From  this 
it  follows  that  we  should  never  be  satisfied  with  this  test  alone,  especially 
when  the  reduction  is  not  very  great.  When  this  test  gives  negative  results 
we  can  consider  the  urine  as  free  from  sugar  from  a  clinical  standpoint,  and 
when  it  gives  positive  results  other  tests  must  be  applied.  Among  theser 
the  fermentation  test  is  of  special  value. 

Fermentation  Test.  On  using  this  test  we  must  proceed  in  various 
ways,  according  as  the  bismuth  test  shows  small  or  large  quantities.  If  a 
rather  strong  reduction  is  obtained,  the  urine  may  be  treated  with  yeast  and 
the  presence  of  sugar  determined  by  the  generation  of  carbon  dioxide. 
In  this  case  the  acid  urine,  or  that  faintly  acidified  with  tartaric  acid,  is 
treated  with  yeast  which  has  previously  been  washed  by  deeantation  with 
water.  Pour  this  urine  to  which  the  yeast  has  been  added  into  a. 
Schkottee's  gas-burette,  or  glass  tube  with  the  open  end  ground,  close 
with  the  thumb,  and  open  under  the  surface  of  mercury  contained  in 
a  dish.  As  the  fermentation  proceeds,  the  carbon  dioxide  collects  in  the 
upper  part  of  the  tube,  while  a  corresponding  quantity  of  liquid  is  expelled 
below.  As  a  control  in  this  case  two  similar  tests  must  be  made,  one 
with  normal  urine  and  yeast  to  learn  the  quantity  of  gas  usually  developed, 
and  the  other  with  a  sugar  solution  and  yeast  to  determine  the  activity  of 
the  yeast. 

If,  on  the  contrary,  we  find  only  a  faint  reduction  with  the  bismuth 
test,  no  positive  conclusion  can  be  drawn  from  the  absence  of  any  carbon 
dioxide  or  the  appearance  of  a  very  insignificant  quantity.  The  urine 
absorbs  considerable  amounts  of  carbon  dioxide,  and  in  the  presence 
of  only  insignificant  quantities  of  sugar  the  fermentation  test  as  above 
performed  may  lead  to  negative  or  inaccurate  results.  In  this  case 
proceed  in  the  following  way :  Treat  the  acid  urine,  or  the  urine  which  has 
been  faintly  acidified  with  tartaric  acid,  with  yeast  whose  activity  has  been 
tested  by  a  special  test  on  a  sugar  solution,  and  allow  it  to  stand  24^i?> 
hours  at  the  temperature  of  the  room,  or,  better,  at  a  little  higher  tem- 
perature. Then  test  again  with  the  bismuth  test,  and  if  the  reaction 
now  gives  negative  results,  then  sugar  was  previously  present.  But  if  the 
reaction  continues  to  give  positive  results,  then  it  shows^if  the  yeast 
is  active — the  presence  of  other  reducing,  unfermentable  bodies.  There 
remains  of  course  the  possibility  that  the  urine  also  contains  some  sugar 
besides  these  bodies.  This  possibility  may  be  determined  by  the  follow- 
ing test : 

Phenylhydrazin  Test.  According  to  Y.  Jaksch  this  test  is  performed 
in  the  following  way:  Add  in  a  test-tube  containing  8-10  c.c.  of  the  urine 
two  knife-points  of  phenylhydrazin  hydrochloride  and  three  knife-points 
sodium  acetate,  and  when  the  added  salts  do  not  dissolve  on  warming  add 
more  water.  The  mixture  is  heated  in  boiling  water,  and  kept  there  for  one 
hour  to  avoid  a  confusion  with  phenylhydrazin-glycuronic  acid  (v.  Jaksch 
and  Hieschl).  The  test  is  then  placed  in  a  beaker  full  of  cold  water.  If 
the  quantity  of  sugar  present  is  not  too  small,  a  yellow  crystalline  precipitate 
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is  now  obtained.  If  the  precipitate  appears  amorphous,  there  are  found,  on 
looking  at  it  under  the  microscope,  yellow  needles  singly  and  in  groups.  If 
Tery  little  sugar  is  present,  pour  the  test  into  a  conical  glass  and  examine 
the  sediment.  In  this  case  at  least  a  few  phenylglucosazone  crystals  are 
found,  while  the  'occurrence  of  larger  and  smaller  yellow  plates  or  highly 
refractive  brown  globules  does  not  show  the  presence  of  sugar.  According  to 
T.  Jaksch  this  reaction  is  very  reliable,  and  by  it  the  presence  of  0.3  p.  m. 
sugar  can  be  detected  (Rosenbbeg,  Gbyer").  In  doubtful  cases  where 
certainty  is  desired,  prepare  the  crystals  from  a  large  quantity  of  urine, 
dissolve  them  on  the  filter  by  pouring  over  them  hot  alcohol,  treat  the 
filtrate  with  water,  and  boil  off  the  alcohol.  If  the  characteristic  yellow 
crystalline  needles,  whose  melting-point  (304-305°  C.)  is  also  determined, 
are  now  obtained,  then  this  test  is  decisive  for  the  presence  of  sugar.  It 
must  not  be  forgotten  that  levulose  gives  the  same  osazone  as  grape-sugar, 
and  that  a  further  investigation  is  necessary  in  certain  cases. 

The  value  of  this  test  has  been  considerably  debated,  and  the  objection 
has  been  made  that  glycuronio  acid  also  gives  a  similar  precipitate.  A  con- 
founding with  glyCuronic  acid  is,  according  to  Hieschl,  not  to  be  appre- 
hended when  it  is  not  heated  in  the  water-bath  for  too  short  a  time  (one 
hour).  KiSTEEMANN  found  this  precaution  insufficient,  and  Roos  states 
that  the  phenylhydrazin  test  always  gives  a  positive  result  with  human  urine, 
which  coincides  with  E.  Holmgren's  '  experience. 

Eubistbe's  test  is  performed  as  follows:  The  urine  is  precipitated  by  an 
excess  of  a  concentrated  lead-acetate  solution,  and  the  filtrate  carefully 
treated  with  enough  ammonia  to  produce  a  fioculent  precipitate.  It  is  then 
heated  to  boiling,  when  the  precipitate  becomes  flesh-colored  or  pink  in  the 
presence  of  sugar. 

Polarization.  This  test  is  of  great  value,  especially  as  in  many  cases  it 
quickly  differentiates  between  grape-sugar  and  other  reducing,  Isevogyrate 
substances,  such  as  conjugated  glycuronic  acid.  In  the  presence  of  only 
very  little  sugar  the  value  of  this  test  depends  on  the  delicacy  of  the  instru- 
ment and  the  dexterity  of  the  observer;  therefore  this  method  is  perhaps 
inferior  in  most  cases  to  the  bismuth  or  the  phenylhydrazin  test. 

If  small  quantities  of  sugar  are  to  be  isolated  from  the  urine,  precipitate 
the  urine  first  with  sugar  of  lead,  filter,  precipitate  the  filtrate  with  am- 
moniacal  basic  lead  acetate,  wash  this  precipitate  with  water,  decompose  it 
with  HjS  when  suspended  in  water,  concentrate  the  filtrate,  treat  it  with 
strong  alcohol  until  it  is  80  vol.  per  cent,  filter  when  necessary,  and  add 
an  alcoholic  caustic-alkali  solution.  Dissolve  the  precipitate  consisting  of 
saccharates  in  a  little  water,  precipitate  the  potash  by  an  excess  of  tartaric 
acid,  neutralize  the  filtrate  with  calcium  carbonate  in  the  cold,  and  filter. 
The  filtrate  may  be  used  for  testing  with  the  polariscope  as  well  as  in  the 
fermentation,  bismuth,  and  phenylhydrazin  tests.  The  presence  of  grape- 
sugar  may  be  detected  by  this  same  process  in  animal  fluids  or  tissues  from 
which  the  proteids  have  been  removed  by  coagulation  or  by  the  addition  of 
alcohol. 

'  v.  Jaksch,  Klin.  Diagnostik,  4.  Aufl.,  S.  375  ;  Roscnfeld,  Deiitsch.  merl.  Woclien- 
scbr..  1888  ;  Geyer,  cited  by  Roos,  Zeitschr.  f.  physiol.  Cliem.,  Bd.  15. 

^  Hirsclil,  Zeitschv.  f.  pbysiol.  Chem.,  Bd.  14;  Kisteinianu,  Deutsch.  Arch.  f.  klin. 
Med..  Bd.  50  ;  Roos,  1.  c;  Holmgreu,  Maly's  Jahresber.,  Bd.  27. 
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In  the  isolation  of  sugar  and  carbohydrates  from  the  urine  the  benzoic- 
acid  esters  of  the  same  may  be  prepared  according  to  Baumann's  method. 
The  urine  is  made  alkaline  with  caustic  soda  to  precipitate  the  earthy  phos- 
phates, the  filtrate  treated  with  4  c.c.  benzoyl  chloride  and  40  c.c.  10^ 
caustic-soda  solution  for  every  100  c.c.  of  filtrate,  and  shaken  until  the  odor 
of  benzoyl  chloride  has  disappeared.  After  standing  sufficiently  long  the  ester 
is  collected,  finely  divided,  and  saponified  with  an  alcoholic  solution  of 
sodium  ethylate  in  the  cold  according  to  Baisch's  method,'  and  the  various 
carbohydrates  separated  according  to  his  suggestion. 

To  the  physician,  who  naturally  wants  simple  and  quick  methods,  the 
bismuth  test  is  especially  to  be  recommended.  If  this  test  gives  negative 
results,  the  urine  is  to  be  considered  as  free  from  sugar  in  a  clinical  sense. 
If  it  gives  positive  results,  the  presence  of  sugar  must  be  controlled  by 
other  tests,  especially  by  the  fermentation  test. 

Other  tests  for  sugar,  as,  for  example,  the  reaction  with  orthonitrophenylpropiolic 
acid,  picric  acid,  diazobenzol-sulphonic  acid,  are  superfluous.  The  reaction  with  a-uaph- 
thol,  which  is  a  reaction  for  carbohydrates  in  general,  for  glycuronic  acid  imd  mucin, 
may,  because  of  its  extreme  delicacy,  give  rise  to  mistakes,  and  is  therefore  not  to  be 
recommended  to  physicians.  Normal  urines  give  this  test,  and  if  the  strongly  diluted 
urine  gives  this  reaction  we  may  suspect  the  presence  of  large  quantities  of  carbohy- 
drates. In  these  cases  we  get  more  positive  results  by  using  other  tests.  This  test  requires 
great  cleanliiu'ss,  niid  it  has  this  inconvenience,  that  it  is  verydiiHcult  to  get  sufficiently 
pure  sulphuric  acid,  and  sometimes  indeed  perfectly  pure  a-naphthol.  Several  investi- 
gators, such  as  V.  Udbansky,  Ltjthek,  Roos  and  Tbbopbl,''  have  investigated  this  test 
in  regard  to  its  applicability  as  an  approximate  test  for  carbohydrates  in  the  urine. 

Quantitative  Determination  of  Sugar  in  the  Urine.  The  urine  for  such 
an  estimation  must  first  be  tested  for  proteid,  and  if  any  be  present  it  must 
be  removed  by  coagulation  and  the  addition  of  acetic  acid,  care  being  taken 
not  to  increase  or  diminish  the  original  volume  of  urine.  The  quantity  of 
sugar  may  be  determined  by  titeation  with  Fehling's  or  Knapp's  solu- 
tion, by  PEEMENTATioiT,  or  by  polakization,  and  also  in  other  ways. 

The  titration  liquids  not  only  react  with  sugar,  but  also  with  certain 
other  reducing  substances,  and  on  this  account  the  titration  methods  give 
rather  high  results.  When  large  quantities  of  sugar  are  present,  as  in  typi- 
cal diabetic  urine,  which  generally  contains  a  lower  percentage  of  normal 
reducing  constituents,  this  is  indeed  of  little  account ;  but  when  small  quan- 
tities of  sugar  are  present  in  an  otherwise  normal  urine,  the  mistake  may, 
on  the  contrary,  be  important,  as  the  reducing  power  of  normal  urine  may 
correspond  to  5  p.  m.  grape-sugar  (see  page  460).  In  such  cases  the  titration 
method  must  be  employed  in  connection  with  the  fermentation  method, 
which  will  be  described  later.  It  is  to  be  remarked  that  in  typical  diabetic 
urines  with  considerable  quantities  of  sugar  tlie  titration  with  Peeling's 
solution  is  just  as  reliable  as  with  KifAPp's  solution.  "When  the  urine,  on 
the  contrary,  contains  oiily  little  sugar  with  normal  amounts  of  physiologi- 
cal constituents,  then  the  titration  with  Fehling's  solution  is  more  difficult, 
in  certain  cases  indeed  almost  impossible,  the  results  being  very  uncertain. 
In  such  cases  Knapp's  method  gives  good  results,  according  to  Worm 
MuLLER  and  his  pupils.' 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  19. 

"  See  Roos  and  Treupel,  Zeitschr.  f.  physiol.  Chem.,  Bdd.  15  u.  16. 

'  Pfliiger's  Arch.,  Bdd.  16  u.  23  ;  Otto,  Journal  f.  prakt.  Chem.  (N.  F.),  Bd.  26. 
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The  TiTKATiOK  with  Fehling's  solution  depends  on  the  power  of 
sugar  to  reduce  copper  oxide  in  alkaline  solutions.  For  this  we  formerly 
employed  a  solution  which  pontained  a  mixture  of  copper  sulphate,  Eochelle 
salt,  and  sodium  or  potassium  hydrate  (Feeling's  solution) ;  but  as  such  a 
solution  readily  changes,  we  now  prepare  a  copper-sulphate  solution  and  an 
alkaline  Rochelle-salt  solution  separately,  and  mix  equal  volumes  of  the  two 
solutions  before  using. 

The  concentration  of  the  copper-sulphate  solution  is  such  that  10  c.c.  of 
this  solution  is  reduced  by  0.05  grm.  grape-sugar.  The  copper-sulphate 
solution  contains  34.65  grms.  pure,  crystalled,  non-efflorescent  copper  sul- 
phate in  1  litre.  The  sulphate  is  crystallized  from  a  hot  saturated  solution 
by  cooling  and  stirring;  and  the  crystals  are  separated  from  the  mother- 
liquor  and  pressed  between  blotting-paper  until  dry.  The  Rochelle-salt 
solution  is  prepared  by  dissolving  173  grms.  of  the  salt  in  350  c.c.  water, 
adding  600  c.c  of  a  caustic-soda  solution  of  a  specific  gravity  of  1.13,  and 
diluting  with  water  to  1  litre.  According  to  Worm  Muller,  these  three 
liquids — Rochelle-salt  solution,  caustic  soda,  and  water — should  be  separately 
boiled  before  mixing  together.  For  each  titration  mix  in  a  small  flask  or 
porcelain  dish  exactly  10  c.c.  of  the  copper-sulphate  solution  and  10  c.c.  of 
the  alkaline  Rochelle-salt  solution  and  add  30  c.c.  water. 

The  urine,  free  from  proteid,  is  diluted  before  the  titration  with  water  so 
that  10  c.c.  of  the  copper  solution  requires  between  5  and  10  c.c.  of  the 
diluted  urine,  which  corresponds  to  between  1^  and  ^%  sugar.  A  urine  of  a 
specific  gravity  of  1.030  may  be  diluted  five  times;  one  more  concentrated, 
ten  times.  The  urine  so  diluted  is  poured  into  a  burette  and  allowed  to  flow 
into  the  boiling  copper-sulphate  and  Rochelle-salt  solution  until  the  copper 
oxide  is  completly  reduced.  This  has  taken  place  when,  immediately  after 
boiling,  the  blue  color  of  the  solution  diappears.  It  is  very  diflScult  and  re- 
quires some  practice  to  exactly  determine  this  point,  especially  when  the 
copper  suboxide  settles  with  difficulty.  To  determine  whether  the  color  has 
disappeared,  allow  the  copper  suboxide  to  settle  a  little  below  the  meniscus 
formed  by  the  surface  of  the  liquid.  If  this  layer  is  not  blue,  the  operation 
is  repeated,  adding  0.1  c.c.  less  of  urine;  and  if,  after  the  copper  suboxide 
has  settled,  the  liquid  has  a  blue  color,  the  titration  may  be  considered  as 
completed.  Because  of  the  difficulty  in  obtaining  this  point  exactly,  another 
end-reaction  has  been  suggested.  This  consists  in  filtering  immediately 
after  boiling  a  small  portion  of  the  treated  urine  through  a  small  filter  into 
a  test-tube  which  contains  a  little  acetic  acid  and  a  few  drops  of  potassium- 
ferrocyanide  solution  and  water.  The  smallest  quantity  of  copper  is  shown 
by  a  red  coloration.  If  the  operation  is  quickly  conducted  so  that  no  oxi- 
dation of  the  suboxide  into  oxide  takes  place,  this  end-reaction  is  of  value 
for  urines  which  are  rich  in  sngar  and  poor  in  urea  and  which  have  been 
strongly  diluted  with  water.  In  urines  poor  in  sugar  which  contain,  the 
normal  amount  of  urea  and  which  have  not  been  strongly  diluted,  a  con- 
siderable quantity  of  ammonia  may  be  formed  from  the  urea  on  boiling 
the  alkaline  liquid.  This  ammonia  dissolves  the  suboxide  in  part,  which 
easily  passes  into  oxide  thereby,  and  besides  this  the  dissolved  suboxide 
gives  a  red  color  with  potassium  ferrocyanide.  In  just  those  cases  in  which 
the  titration  is  most  difficult  this  end-reaction  is  the  least  reliable.  Practice 
also  renders  it  unnecessary,  and  it  is  therefore  best  to  depend  simply  upon 
the  appearance  of  the  liquid. 
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To  facilitate  the  settling  of  the  copper  suboxide  and  thereby  clearing  the 
liquid,  MuKK '  has  lately  suggested  the  addition  of  a  little  calcium-chloride 
solution  and  boiling  again.  A  precipitate  of  calcium  tartrate  is  produced 
which  carries  down  the  suspended  copper  suboxide  with  it,  and  the  color  of 
the  liquid  can  then  be  better  seen.  This  artifice  succeeds  in  many  cases, 
but  unfortunately  there  are  urines  in  which  the  titration  with  Fehlikg's 
solution  in  no  way  gives  exact  results.  In  those  cases  in  which  only  small 
quantities  of  sugar  exist  in  a  urine  rich  in  physiological  constituents  it  is 
best  to  dissolve  a  very  exactly  weighed  quantity  of  pure  dextrose  or  dextrose- 
sodium  chloride  in  the  urine.  The  urine  can  now  be  strongly  diluted  with 
water  and  the  titration  is  successful.  The  difference  between  the  added 
sugar  and  that  found  by  titration  gives  the  reducing  power  of  the  original 
urine  calculated  as  dextrose. 

The  necessary  conditions  for  the  success  of  the  titration  under  all  cir- 
cumstances are,  according  to  SoxHLET,"the  following:  The  copper-sulphate 
and  Rochelle-salt  solution  must,  as  above,  be  diluted  to  50  c.c.  with  water; 
the  urine  should  contain  only  between  0.5^  and  1^  sugar,  and  the  total  quan- 
tity of  urine  required  for  the  reduction  must  be  added  to  the  titration  liquid 
at  once  and  boiled  with  it.  From  this  last  condition  it  follows  that  the 
titration  is  dependent  upon  minute  details,  and  several  titrations  are  required 
for  each  determination. 

It  is  best  to  give  here  an  example  of  the  titration.  The  proper  amount 
of  copper-sulphate  and  Eochelle-salt  solution  and  water  (total  volume  =  50 
c.c.)  is  heated  to  boiling  in  a  flask;  the  color  must  remain  blue.  The  urine 
diluted  five  times  is  now  added  to  the  boiling-hot  liquid,  1  c.c.  at  a  time; 
after  each  addition  of  urine  boil  for  a  few  seconds,  and  look  for  the  appear- 
ance of  the  end-reaction.  If  you  find,  for  example,  that  3  c.c.  is  too  little, 
but  that  4  c.c.  is  too  much  (the  liquid  becoming  yellowish),  then  the  urine 
has  not  been  sufiiciently  diluted,  for  it  should  require  between  5  and  10  c.c. 
of  the  urine  to  produce  the  complete  reduction.  The  urine  is  now  diluted 
ten  times,  and  it  should  require  between  6  and  8  c.c.  for  a  total  reduction. 
Now  prepare  for  new  tests,  which  are  boiled  simultaneously  to  save  time, 
and  add  at  one  time  respectively  6,  6^,  7,  and  7^  c.c.  of  urine.  If  it  is 
found  that  between  Q^  and  7  c.c.  are  necessary  to  produce  the  end-reaction, 
then  make  four  other  tests,  to  which  add  respectively  6.6,  6.7,  6.8,  and  6.9 
c.c.  of  urine.  If  in  this  case  the  liquid  is  still  somewhat  bluish  with  6.7 
c.c.  and  completely  decolorized  with  6.8  c.c,  we  then  consider  the  average 
figure  6.75  c.c.  as  correct. 

The  calculation  is  simple.  The  6.75  c.c.  used  contains  0.05  grm.  sugar, 
and  the  percentage  of  sugar  in  the  dilute  urine  is  therefore  (6.75  :  0.05  = 

100  :  X  =)^n:r;.  —  0.74.     But  as  the  urine  was  diluted  with  ten  times  its 
'  6.75 

5  X  10 
volume  of  water,  the  undiluted  urine  contained  =  7.4^.     The  gen- 

D .  I  O 

eral  formula  on  using  10  c.c.  copper-sulphate  solution  is  therefore — = — , 

K 

in  which  n  represents  the  number  of  times  the  urine  has  been  diluted,  and  k 
the  number  of  c.c.  used  for  the  titration  of  the  diluted  urine. 

'  Virchow's  Arch.,  Bd.  105. 

»  Journal  f.  prakt.  Chem.  (N.  F.),  Bd.  21. 
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The  TiTEATioiT  AccoKDiNG  TO  Knapp  depends  on  the  fact  that  mercuric 
cyanide  in  alkaline  solution  is  reduced  into  metallic  mercury  by  grape-sugar. 
The  titration  liquid  should  contain  10  grms.  chemically  pure  dry  mercuric 
■cyanide  and  100  c.c.  caustic-soda  solution  of  a  specific  gravity  of  1.145  per 
litre.  When  the  titration  is  performed  as  described  below  (according  to 
Worm  Mullek  and  Otto),  20  c.c.  of  this  solution  should  correspond  to 
•exactly  0.05  grm.  grape-sugar.  If  we  proceed  in  other  ways,  the  value  of 
the  solution  is  different. 

In  this  titration  also  the  quantity  of  sugar  in  the  urine  should  be  between 
■J^  and  1<^,  and  the  extent  of  dilution  necessary  be  determined  by  a  prelimi- 
nary test.  To  determine  the  end-reaction  as  described  below,  the  test  for 
■excess  of  mercury  is  made  with  sulphuretted  hydrogen. 

In  performing  the  titration  allow  20  c.c.  of  Knapp's  solution  to  flow 
into  a  flask  and  dilute  with  80  c.c.  water  or,  when  you  have  reason  to  think 
that  the  urine  contains  less  than  0.5^  of  sugar,  with  only  40-60  cc.  After 
this  heat  to  boiling  and  allow  the  dilute  urine  to  flow  gradually  into  the  hot 
solution,  at  first  2  c.c,  then  1  c.c,  then  0.5  c.c,  then  0.2  c.c,  and  lastly 
0.1  c.c.  After  each  addition  let  it  boil  ^  minute.  When  the  end-reaction 
is  approaching,  the  liquid  begins  to  clarify  and  the  mercujy  separates  with 
the  phosphates.  The  end-reaction  is  determined  by  taking  a  drop  of  the 
upper  layer  of  the  liquid  into  a  capillary  tube  and  then  blowing  it  out  on 
3iure  white  filter-paper.  The  moist  spot  is  first  held  over  a  bottle  contain- 
ing fuming  hydrochloric  acid  and  then  over  strong  sulphuretted  hydrogen. 
The  presence  of  a  minimum  quantity  of  mercury  salt  in  the  liquid  is  shown 
by  the  spot  becoming  yellowish,  which  is  best  seen  when  it  is  compared  with 
a  second  spot  that  has  not  been  exposed  to  sulphuretted  hydrogen.  The 
end-reaction  is  still  clearer  when  a  small  part  of  the  liquid  is  filtered,  acidi- 
fied with  acetic  acid,  and  tested  with  sulphuretted  hydrogen  (Otto  ').  The 
calculations  are  just  as  simple  as  for  the  previous  method. 

This  titration,  unlike  the  previous  one,  may  be  performed  equally  well 
in  daylight  and  in  artificial  light.  Knapp's  method  has  the  following 
advantages  over  Fehling's  method :  It  is  applicable  even  when  the  propor- 
tion of  sugar  in  the  urine  is  very  small  and  that  of  the  other  urinary 
constituents  is  normal.  It  is  more  easily  performed,  and  the  titration  liquids 
may  be  kept  without  decomposing  for  a  long  time  (Worm  Muli.ee  and  his 
pupils").  The  views  of  different  investigators  on  the  value  of  this  titration 
method  are  somewhat  contradictory. 

Besides  the  above-described  titration  methods  there  are  various  others. 
Thus  Pavt  titrates  with  an  ammoniacal  copper  solution.  K.  B.  Lehmann 
uses  an  excess  of  copper  salt  and  retitrates  with  potassium  iodide  and 
hyposulphite.  The  sugar  can  also  be  determined  according  to  Allies',  and 
especially  according  to  Pflugee's  modification  of  this  method.' 

Estimation  of  the  Quantity  op  Sugar  by  Fermentation.     This 
may  be  done  in  various  ways;  the  simplest  method,  and  one  at  the  same 
time   sufficiently   exact   for    ordinary   cases,    is    that  of   Egberts.      This 
consists  in  determining  the  specific  gravity  of  the  urine  before  and  after 
~— —  J 

>  Journal  f.  prakt.  Cliem.,  Bd.  36. 
»  Pflager's  Arch.,  Bdd.  16  u.  23. 

'  Lehmnnn,  Arch.  f.  Hygiene,  Bd.  30  ;  Pfltlger,  Pflilger's  Arch.,  Bd.  66.     In  regard 
to  Pavy's  and  other  methods  see  Huppert-Neubauer,  Hanj-Analyse,  10.  Aufl. 
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fermentation.  In  the  fermentation  of  sugar,  carbon  dioxide  and  alcohol 
are  formed  as  chief  products  and  the  specific  gravity  is  lowered,  partly  on 
account  of  the  disappearance  of  the  sugar  and  partly  on  account  of  the 
production  Of  alcohol.  Egberts  found  that  a  decrease  of  0.001  in  the 
specific  gravity  corresponded  to  0.23^  sugar,  and  this  has  been  substan- 
tiated since  by  several  other  investigators  (Worm  Muller  and  others). 
If  the  urine,  for  example,  has  a  specific  gravity  of  1.030  before  fermentation 
and  1.008  after,  then  the  quantity  of  sugar  contained  therein  was  23  X  0.23 
=  5.06^. 

In  performing  this  test  the  specific  gravity  must  be  taken  -at  the  sam& 
temperature  before  and  after  the  fermentation.  The  urine  must  be  faintly 
acid,  and  when  necessary  it  should  be  acidified  with,  a  little  tartaric-acid 
solution.  The  activity  of  the  yeast  must,  when  necessary,  be  controlled  hj 
a  special  test.  Place  200  c.c.  of  the  urine  in  a  400-c.c.  flask  and  add  a  pieo& 
of  compressed  yeast  the  size  of  a  pea,  and  subdivide  the  yeast  through  th& 
liquid  by  shaking,  close  the  flask  with  a  stopper  provided  with  a  flnely- 
drawn-out  glass  tube,  and  allow  the  test  to  stand  at  the  temperature  of  th& 
room  or,  still  better,  at  -\-  20-25°  C.  After  24-48  hours  the  fermentation 
is  ordinarily  end^d,  but  this  must  be  verified  by  the  bismuth  test.  After- 
complete  fermentation  filter  through  a  dry  filter,  bring  the  filtrate  to  the 
proper  temperature,  and  determine  the  specific  gravity. 

If  the  specific  gravity  be  determinfed  with  a  good  pycnometer  supplied 
with  a  thermometer  and  an  expansion-tube,  this  method,  when  the  quantity 
of  sugar  is  not  less  than  4-5  p.  m.,  gives,  according  to  Worm  Muller,  very- 
exact  results,  but  this  has  been  disputed  by  Buddb.'  For  the  physician  the 
method  in  this  form  is  not  quite  serviceable.  Even  when  the  specific  gravity 
is  determined  by  a  delicate  urinometer  which  can  give  the  density  to  the 
fourth  decimal,  we  do  not  obtain  quite  exact  results,  because  of  the  ordinary 
errors  of  the  method  (Budde)  ;  but  the  errors  are  usually  smaller  than  thos& 
which  occur  in  titrations  made  by  impractised  hands.  Among  the  methods. 
'  proposed  and  closely  tested  for  the  quantitative  estimation  of  sugar,  we  have 
none  which  are  at  the  same  time  easily  performed  and  which  give  positive 
results  in  other  than  experienced  hands. 

When  the  quantity  of  sugar  is  less  than  5  p.  m.  these  methods  cannot  be- 
used.  Such  a  small  quantity  of  sugar  cannot,  as  above  mentioned,  be  de- 
termined by  titration  directly,  because  the  reducing  power  of  normal  urine- 
corresponds  to  4-5  p.  m.  In  such  cases,  according  to  Worm  Muller,  first 
determine  the  reduction  power  of  the  urine  by  titration  with  Knapp's  solu- 
tion, then  ferment  the  urine  with  the  addition  of  yeast,  and  titrate  again 
with  Knapp's  solution.  The  difference  found  between  the  two  titrations, 
calculated  as  sugar  gives  the  true  quantity  of  the  latter. 

Estimation  of  Sugar  by  Polarization.  In  this  method  the  urine 
must  be  clear,  not  too  deeply  colored,  and,  above  all,  must  not  contain  any 
other  optically  active  substances  besides  glucose.  By  using  a  delicate  instru- 
ment and  with  sufficient  practice  very  exact  results  can  be  obtained  by  this 
method.  Eor  the  physician  Egberts'  fermentation  test,  which  requires  no 
expensive  apparatus  and  no  special  practice,  is  to  be  preferred.     Under  such 

>  Roberts,  Ediuburgh  Med.  Jouru.,  1861,  and  The  Lancet,  Vol.  1,  1862 ;  Worm 
Muller,  Pflilger's  Arch.,  Bdd.  33  and  37 ;  Budde,  ibid.,  Bd.  40,  and  Zeitschr.  f.  physiol. 
Chem.,  Bd.  13.     See  also  Huppert-Neubauer. 
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circumstances,  and  as  the  estimation  by  means  of  polarization  can  be  per- 
formed with  exactitude  only  by  specially  trained  chemists,  it  is  hardly 
necessary  to  give  this  method  in  detail,  and  the  reader  is  referred  to  hand- 
books for  instructions  in  the  use  of  the  apparatus. 

Levnlose.  LsBvngyrate  uiiues  containing  sugar  have  been  observed  by  Vbntzkb, 
ZiMMEK  and  CzAPBK,  Sbbgen,  and  others.'  The  nature  of  the  substance  causing  this 
action  is  diflScult  to  describe  exactly,  but  there  Is  hardly  any  doubt  that  the  uriue,  at 
least  in  certain  cases,  as  in  those  observed  by  Seegkn,  contains  levalose.  Mat  has  also 
recently  published  a  case  in  which  to  all  appearances  levulose  was  present. 

Levnlose  is  detected  as  follows  :  The  uriue  is  Isevo-rotatory,  and  the  Isevo-rotatory  sub- 
stance ferments  witli  yeast.  The  urine  gives  the  ordinary  reduction  tests  and  phenyl- 
glucosazon.  It  gives  Sbliwanoff's  reaction  on  boiling  with  resorcin  and  hydrochloric 
acid. 

Laiose  is  a  substance  named  by  Huppert  and  found  by  Leo'  in  diabetic  urines  in 
certain  cases,  and  which  he  considers  as  a  sugar.  It  is  Isevogyrate,  amorphous,  and  has 
no  sweet  taste,  but  rather  a  sharp  and  salty  taste.  Laiose  has  a  reducing  action  on  me- 
tallic oxides,  does  not  ferment,  and  gives  a  non-crystalline,  yellowish-brown  oil  with 
phenylhydrazin.     We  have  no  positive  proof  as  yet  that  this  substance  is  a  sugar. 

Milk-sugar.  The  appearance  of  milk-sugar  in  the  urine  of  pregnant 
women  was  first  shown  by  the  observations  of  Db  SiifBTX  and  F.  HoF- 
MEiSTER,  and  this  has  been  substantiated  by  other  investigators."  After 
large  quantities  of  milk-sugar  some  lactose  may  be  found  in  the  urine  (see 
Chapter  IX  on  absorption).  The  passage  of  lactose  into  the  urine  is  called 
lactosuria. 

The  positive  detection  of  milk-sugar  in  the  urine  is  difiScult,  because  this 
sugar  is,  like  glucose,  dextrogyrate  and  also  gives  the  usual  reduction  tests. 
If  urine  contains  a  dextrogyrate,  non-fermentable  sugar  which  reduces  bis- 
muth solutions,  then  it  is  very  probable  that  it  contains  milk-sugar.  It 
must  be  remarked  that  the  fermentation  test  for  milk-sugar  is,  accord- 
ing to  the  experience  of  LusK  and  Voit,'  best  performed  by  using  pure  cul- 
tivated yeast  (saccharomyces  apiculutus).  This  yeast  only  ferments  the 
glucose,  while  it  does  not  decompose  the  milk-sugar.  If,  according  to  VoiT, 
we  perform  Kubnek's  test  and  do  not  heat  to  boiling  but  only  to  80°  C,  the 
color  becomes  yellow  or  brown  in  the  presence  of  milk-sugar,  instead  of  red. 
The  most  positive  means  for  the  detection  qf  lactose,  is  to  isolate  the  sugar 
from  the  urine.  This  may  be  done  by  the  following  method,  suggested  by 
F.  Hofmeistee: 

Precipitate  the  urine  with  sugar  of  lead,  filter,  wash  with  water,  unite  the  filtrate 
and  wash-water,  and  precipitate  with  ammonia.  The  liquid  filtered  from  the  precipi- 
tate is  again  precipitated  by  sugar  of  lead  and  ammonia  until  the  last  filtrate  is  optically 
inactive.  The  several  precipitates  with  the  exception  of  the  first,  which  contains  no, 
sugar,  are  united  and  washed  with  water.  The  washed  precipitate  is  decomposed  in 
the  cold  with  sulphuretted  hydrogen  and  filtered.  The  excess  of  sulphuretted  hydro- 
gen is  driven  o£E  by  a  current  of  air ;  the  acids  set  free  are  removed  by  shaking  with 
silver  oxide.  Now  filter,  remove  the  dissolved  silver  by  sulphuretted  hydrogen,  treat 
with  barium  carbonate  to  unite  with  any  free  acetic  acid  present,  and  concentrate. 
Before  the  evaporated  residue  is  syrupy  it  is  treated  with  90^  alcoliol  until  a  flocculent 
precipitate  is  formed  which  settles  quickly.     The  filtrate  from  this  when  placed  in  a 

'  See  Huppert-Neubauer,  ]0.  Aufl.,  S.  135. 

'  Virchow's  Arch.,  Bd.  107. 

'  Hofmeister,  Zeitschr.  f.  physiol.  Chem.,  Bd.  1,  which  also  contains  the  pertinent 
literature.     See  also  Lemaire,  ibid.,  Bd.  31, 

*  Carl  Voit,  TJeber  die  Glycogenbildung  nach  Aufnahme  verschiedeuer  Zuckerarten, 
Zeitschr.  f.  Biologic,  Bd.  28. 
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desiccator  deposits  crystals  of  milk-sugar,  which  are  purified  by  recrystallization ,  de- 
coloriziug  with  animal  charcoal  aud  boiling  with  60-70SS  alcohol. 

Pentoses.  Salkowski  aud  Jasthowitz  '  found  In  the  urine  of  pevsoQs  addicted  to 
the  morphin  habit  a  variety  of  sugar  which  was  a  pentose  and  yielded  an  osazone 
which  melted  at  159°  0.  In  testing  for  pentose  we  use  the  test  witli  phloroglucin  and 
hydrochloric  acid,  but  it  must  be  remarked  that  the  reddish-violet  color  alone  is  not 
sufficient,  because  galactose  and  lactose  also  give  a  similar  coloration.  The  presence  of 
pentose  or  glycuronic  acid  can  oaly  be  considered  as  positive  when  on  spectroscopic 
examination  two  absorption-bauds  between  D  and  JE^are  obtained.  ' 

The  phloroglucin-liydrocliloric  acid  test  is  performed  as  follows,  according  to 
ToLLBNS.'  A  few  cubic  centimetres  of  the  urine  are  mixed  with  an  equal  volume  of 
hydrochloric  acid  of  about  1.19  sp.  gr.  and  treated  with  about  85-30  milligrammes 
phloroglucin,  heated  over  the  flame  until  a  red  coloration  is  obtained,  and  then  immedi- 
ately examined  with  the  spectroscope.  If  no  bands  are  seen,  then  heat  to  boiling  aud 
observe  again.  If  the  liquid  becomes  cloudy,  it  is  allowed  to  cool,  the  precipitate  col- 
lected on  a  filter,  washed  with  water,  dissolved  iu  alcohol,  and  this  solution  examined  with 
the  spectroscope.     In  the  presence  of  pentoses  on  absorption-band  is  seen  in  the  green. 

.  To  differentiate  between  pentoses  and  glycuronic  acid,  which  give  the  same  spec- 
trum, we  prepare  the  osazones.  The  melting-point  of  the  pentosazon  lies  at  about 
159-160°  C.  In  a  mixture  of  gluoosazone  and  pentosazone  the  latter  may  be  kuown,  as 
shown  by  Kiji-z  and  Vogki.,s  by  extracting  with  water  at  60°  C,  which  dissolves  the 
pentosazone,  filtering  while  hot  and  allowing  to  cool.  The  pentosazone  separates  on 
cooling. 

Inosit  occurs  in  the  urine  in  albuminuria  and  in  diabetes  mellitus,  but 
only  rarely  and  in  small  quantities.  Inosit  is  also  found  in  the  urine 
after  excessive  drinking  of  water.  According  to  Hoppb-Setlek  ■"  traces  of 
inosit  occur  in  all  normal  urines. 

In  delecting  inosit  the  proteid  is  first  removed  from  theurino.  Then  concentrate  the 
urine  on  the  water-bath  to  J  and  precipitate  with  sugar  of  lead.  The  filtrate  is  warmed 
aud  treated  with  basic  lead  acetate  as  long  as  a  precipitate  is  formed.  The  precipitate 
formed  after  24  hours  is  washed  with  water,  suspended  in  water,  and  decomposed  with 
sulphuretted  hydrogen.  A  little  uric  acid  may  separate  from  the  fltrate  after  a  short 
time.  The  liquid  is  filtered,  concentrated  to  a  syrupy  consistency,  and  treated  while 
boiling  with  3-4  vols,  alcohol.  The  precipitiite  is  quickly  separated.  After  the  addition 
of  ether  to  the  cooled  filtrate,  crystals  separate  after  a  time,  and  these  are  purified  by 
decolorization  and  recrystallization.  V7ith  these  crystals  perform  the  tests  mentioned  on 
page  341. 

Acetone  and  Diacetic  Acid.  These  bodies,  the  occurrence  in  the  urine 
and  formation  in  the  organism  of  which  have  been  the  subject  of  numerous 
investigations,  especially  by,  v.  Jaksch,  were  first  observed  in  urine  in 
diabetes  mellitus  (Peters,  Kaulich,  v.  Ja-ksch,  GtBrhakdt  ').  Acetone 
may  give  the  diabetic  urine,  as  well  as  the  expired  air,  the  odor  of  apples  or 
other  fruit.  According  to  v.  Jaksch  and  others  acetone  is  a  normal  urinary 
constituent,  though  it  may  occur  only  in  very  small  amounts  (0.01  grm.  in 
24  hours). 

'  Centralbl.  f.  d.  med  Wissensch.,  1893,  Nos.  19  aud  82. 

2  Ber.  d.  deutsch.  chera.  Gesellsch.,  Bd.  29,  S.  1204. 

'  Zeitschr.  f .  Biologic,  Bd.  33. 

*  Handbuch  d.  physiol.  u.  pathol.  chem.  Analyse,  6.  Aufl.,'S.  196. 

'  In  regard  to  the  extensive  literature  on  jicetone  and  diacetic  acid  we  refer  the  reader 
to  Huppert-Keubauer,  Ham- Analyse,  10.  Aufl.,  and  v.  Noorden's  Lehrb.  d.  Pathol,  des 
StofCwechsels.     Berlin,  1893. 
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There  is  no  doubt  that  the  appearance  of  acetone  as  well  as  diacetic  acid 
is  essentially  caused  by  an  increased  destruction  of  proteid.  This  follows 
from  the  very  marked  increase  in  the  elimination  of  acetone  aud  diacetic 
acid  during  inanition  (t.  Jaksch,  Pe.  Mullee").  This  stands  also  in  good 
accord  with  the  observations  that  a  considerable  increase  in  the  quantity  of 
acetone  and  diacetic  acid  eliminated  is  observed  in  such  diseases  as  fevers, 
diabetes,  digestive  disturbances,  mental  diseases  with  abstinence,  cachexia, 
where  the  body-proteid  is  largely  destroyed.  According  to  v.  Nooeden 
and  HoNiGMANN  the  extent  of  acetone  and  diacetic-acid  elimination  is  not 
dependent  upon  the  absolute  quantity  of  proteid  metabolized,  but  upon  the 
quantity  of  body-proteid  destroyed;  but  this  view  is  disputed  by  other  inves- 
tigators, such  as  HiESCHEELD  and  GtEELMUTDEX.  Also,  according  to  Wein- 
TEAUD  and  Palma  the  parallelism  between  the  elimination  of  acetone  and 
nitrogen,  as  claimed  by  Weight  (in  diabetics),  does  not  exist.  The  elimina- 
tion of  acetone  does  not  always  increase  with  an  increased  quantity  of  pro- 
teid, and  the  raising  of  the  proteid  above  an  average  point  causes  a  diminu- 
tion in  the  elimination  of  acetone  (Eosenfeld,  Hieschfeld  ") . 

The  carbohydrates  have  a  strong  influence  on  the  elimination  of  acetone, 
namely,  the  exclusion  of  carbohydrates  from  the  food,  or  diminishing  their 
amount,  causes  an  increased  elimination,  while  abundance  of  carbohydrates 
decreases  the  quantity  considerably,  or  even  causes  a  disappearance.  Pat 
seems,  by  its  action  on  proteid  metabolism,  to  have  an  indirect  influence  on 
acetonuria.  According  to  Geelmutdek  the  elimination  of  acetone  in  man 
may  be  increased  by  an  increased  consumption  of  fat  (butter),  and  this 
increase  may  run  parallel  with  the  fat  given. 

Irrespective  of  the  physiological  acetonuria  derived  from  the  food,  we 
have  an  increased  elimination  of  acetone,  as  above  stated,  in  many  dis- 
eases, as  also  after  nervous  lesions,  certain  intoxications,  and  after  ad- 
ministration of  phlorhizin  or  exrtipation  of  the  pancreas  (v.  Meeing  and 
Minkowski,  Azemae').  In  dogs  with  phlorhizin  diabetes  Geelmutden-* 
found  a  stronger  acetonuria  in  starvation,  less  with  proteid  food,  and  still 
less  on  feeding  with  carbohydrates.  Sodium  butyrate  when  introduced  into 
the  stomach  increases  the  acetonuria,  but  when  introduced  subcijtaneously 

'  V.  Jaksch,  Ueber  Acetonurie  und  Diaceturie.  Berlin,  1885  ;— Fr.  Mttller,  Bericht 
liber  die  Ergebnisse  des  an  Cetti  ausgefttbrten  Hungerversuches.  Berlin,  klin.  Wochen- 
«chr.,  1887. 

'  Honigmann,  Zur  Enstehung  des  Acetons  (Dissert. ,  Brealau,  1886),  cited  from  v. 
Noorden,  1.  c,  S.  177;  Hirscbfeld,  Zeitsohr.  f.  klin.  Med.,  Bd.  38;  Geelmuyden,  see 
Maly's  Jahresber.,  Bd.  26,  and  Zeitschr.  f.  physiol.  Chem.,  Bdd.  23  and  26  ;  "Weintraud, 
Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  34  ;  Palma,  Zeitschr.  f.  Heilkunde,  Bd.  15  ;  Wright, 
Maly's  Jahresber.,  Bd.  21  ;  Rosenfeld,  Centralbl.  f.  innere  Med.,  Bd.  16. 

'  Azemar,  "Acetonurie  explrimentale."  Travaux  de  physiologie,  1898  (laboratoire 
■de  M.  le  professeur  E.  HSdon,  Montpellier). 

■•  Zeitschr.  f.  pliysiol.  Chem.,  Bd.  36. 
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it  does  not  act  at  all,  or  only  to  a  slight  extent.  His  experiments  do  not 
show  a  sugar  formation  from  fat  in  plilorhizin  diabetes. 

KuMAGAWA  and  Miuea,i  in  two  series  of  experiments  on  starving 
dogs  after  phlorhizin  poisoning,  compared  the  extent  of  proteid  metabolism 
and  the  formation  of  sugar  with  each  other,  and  they  succeeded  in  exclud- 
ing a  sugar  formation  from  fat.  In  both  series  of  experiments  the  quantity 
of  sugar  eliminated  was  less  than  that  which  was  calculated  from  the 
increased  proteid  destruction  caused  by  the  phlorhizin  poisoning. 

Diacetic  acid  has  not  been  observed  as  a  physiological  constituent  of  the' 
urine.  It  occurs  in  the  urine  chiefly  under  the  same  conditions  as  acetone; 
still  we  have  cases  in  which  only  acetone  and  no  diacetic  acid  appears. 
Like  acetone  the  diacetic  acid  occurs  often  in  children,  especially  in  high 
fevers,  acute  exanthema,  etc.  Diacetic  acid  decomposes  readily  into  acetone. 
According  to  Araki  '  it  is  probably  produced  as  an  intermediate  product  in 
the  oxidation  of  /J-oxybutyric  acid  in  the  organism.  The  three'  bodies  ap- 
pearing in  the  urine,  acetone,  diacetic  acid,  and  oxybutric  acid,  stand  in 
close  relationship  to  each  other. 

Acetone,  dimethyl  ketone,  O^HjO  or  C0.(CII,)3,  is  a  thin  water-clear 
liquid  boiling  ab  56.5°  0.  and  with  a  pleasant  odor  of  fruit.  It  is  lighter 
than  water,  with  which  it  mixes  in  all  proportions,  also  with  alcohol  and 
ether.     The  most  important  reactions  for  acetone  are  the  following: 

Libben's  Iodoform  Test.  When  a  watery  solution  of  acetone  is  treated! 
with  alkali  and  then  with  some  iodine-potassium-io^ide  solution  and  gently 
warmed  a  yellow  precipitate  of  iodoform  is  formed,  which  is  known  by  its- 
odor  and  by  the  appearance  of  the  crystals  (six-sided  plates  or  stars)  under 
the  microscope.  This  reaction  is  very  delicate,  but  it  is  not  characteristic 
of  acetone.  GuNNiisrG's  modification  of  the  iodoform  test  consists  in  using 
an  alcoholic  solution  of  iodine  and  ammonia  instead  of  the  iodine  dissolved  in 
potassium  iodide  and  alkali  hydrate.  In  this  case,  besides  iodoform,  a  black 
precipitate  of  iodide  of  nitrogen  is  formed,  but  this  gradually  disappears 
on  standing,  leaving  the  iodoform  visible.  This  modification  has  the,  ad- 
vantage that  it  does  not  give  any  iodoform  with  alcohol.  On  the  other 
hand,  it  is  not  quite  so  delicate,  but  still  it  detects  0.01  milligramme  acetone 
in  1  c.c. 

RETifOLD's  mercuric-oxide  test  is  based  on  the  power  of  acetone  to  dis- 
solve freshly  precipitated  HgO.  A  mercuric-chloride  solution  is  precipi- 
tated by  alcoholic  caustic  potash.  To  this  add  the  liquid  to  be  tested  for 
acetone,  shake  well  and  filter.  In  the  presence  of  acetone  the  filtrate  con- 
tains mercury,  which  may  be  detected  by  ammonium  sulphide.  This  test 
has  about  the  same  delicacy  as  Gunning's  test. 

>  Du  Bois-Reymond's  Arch.,  1898. 
"  Zeitschr.  f .  physiol.  Chem.,  Bd.  18. 
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Legal's  Sodium-nitroprusside  Test.  If  an  acetone  solution  is  treated 
Tvith  a  few  drops  of  a  freshly  prepared  sodium-nitroprusside  solution,  and 
then  with  caustic-potash  or  soda  solution,  the  liquid  is  colored  ruby-red. 
Creatinin  gives  the  same  color;  but  if  we  saturate  with  acetic  acid,  the 
color  becomes  carmine  or  purplish-red  in  the  presence  of  acetone,  but  yellow 
and  then  gradually  green  and  blue  in  the  presence  of  creatinin.  With  this 
test  paracresol  gives  a  reddish-yellow  color,  which  becomes  light  pink  when 
acidified  with  acetic  acid  and  cannot  be  mistaken  for  acetone.  If  we  use 
ammonia  instead  of  the  caustic  alkali  (Le  Nobel),  the  reaction  takes  place 
with  acetone  but  not  with  aldehyde. 

Penzoldt's  indigo  test  depends  on  the  fact  that  orthonitrobenzaldehyde 

in  alkaline  solution  with  acetone  yields  indigo.     A  warm  saturated  and  then 

cooled  solution  of  the  aldehyde  is  treated  with  the  liquid  to  be  tested  for 

acetone  and  next  with  caustic  soda.     In  the  presence  of  acetone  the  liquid 

first  becomes  yellow,  then  green,  and  lastly  indigo  separates;  and  this  may 

be  dissolved  with  a  blue  color  by  shaking  with  chloroform.     1.6  milligrms. 

acetone  can  be  detected  by  this  test. 

BfeLA  V.  Bitt6's'  reaction  is  based  on  the  fact  that  on  adding  a  solution  of  metadini- 
trobenzol,  raade  alkaline  with  caustic  potash,  to  acetone,  a  violet-red  color  is  produced 
which  becomes  cherry-red  on  acidifying  with  an  organic  acid  or  metaphosplioric  acid. 
Aldehyde  gives  a  similar  violet-red  color  which  becomes  yellowish-red  on  acidification. 
Creatinin  does  not  give  this  reaction. 

Diacetic  acid,  or  aceto-acetic  acid,  C.H.O,  or  C,H,O.CH,.COOH.  This 
acid  is  a  colorless,  strongly  acid  liquid  which  mixes  with  water,  alcohol,  and 
ether  in  all  proportions.  On  heating  to  boiling  with  water,  and  especially 
with  acids,  this  acid  decomposes  into  carbon  dioxide  and  acetone,  and  there- 
fore gives  the  above-mentioned  reactions  for  acetone.  It  differs  from  acetone 
in  that  it  gives  a  violet-red  or  brownish-red  color  with  a  dilute  ferric-chloride 
solution.  This  color  decreases  even  at  the  ordinary  temperature  within  24 
hours,  and  more  quickly  on  boiling.  It  differs  in  this  from  phenol,  salicylic 
acid,  acetic  acid,  or  sulphocyanides. 

Detection  of  Acetone  and  Diacetic  Acid  in  the  Urine.  Before  testing  for 
acetone  test  for  diacetic  acid,  and  as  this  acid  gradually  decomposes  on  allowing 
the  urine  to  stand,  the  urine  must  be  as  fresh  as  possible.  In  the  presence 
of  diacetic  acid  the  urine  gives  the  so-called  Gerhakdt's  reaction,  showing  a 
wine-red  color  on  the  addition  of  a  dilute,  not  too  acid,  ferric-chloride 
solution.  Treat  10-50  c.c.  of  the  urine  with  ferric  chloride  as  long  as  it  gives 
a  precipitate,  filter  the  precipitate  of  ferric  phosphate,  and  add  some  more 
ferric  chloride  to  the  filtrate.  In  the  presence  of  the  acid  a  claret-red  color  is 
produced.  After  this  heat  a  second,  similar  portion  of  the  faintly  acid  urine 
to  boiling,  and  repeat  the  test  on  cooling,  which  should  now  give  negative 
results.  A  third  portion  of  urine  is  acidified  with  sulphuric  acid  and 
shaken  with  ether  (which  takes  up  the  acid).  Now  shake  the  removed  ether 
with  a  very  dilute  watery  solution  of  ferric  chloride,  and  the  watery  layer  be- 

'  Annal.  de  Chem.  u.  Pharm..  Bd.  369. 
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comes  violet-red  or  claret-red.  The  color  disappears  on  warming.  K.  MoENBK 
suggests  that  in  testing  for  diacetic  acid  the  urine  be  treated  with  a  little 
KI  and  Fe^Cl,  in  excess  and  heated.  In  the  presence  of  diacetic  acid  very- 
irritating  vapors  of  iodoacetone  are  developed.  According  to  v.  Jaksch* 
urines  rich  in  acetone  also  give  this  reaction. 

In  the  absence  of  diacetic  acid  the  acetone  may  be  tested  for  directly. 
This  may  be  done  directly  on  the  urine  by  Penzoldt's  test.  This  test, 
which  is  only  approximate,  is  of  value  only  when  the  urine  contains  a 
considerable  amount  of  acetone.  For  a  more  accurate  test  we  distil  at  least 
250  CO.  of  the  urine  faintly  acidified  with  sulphuric  acid,  care  being  taken 
to  have  a  good  condensation.  Most  of  the  acetone  is  contained  in  the  first 
10-20  c.c.  of  the  distillate.  This  distillate  is  tested  for  acetone  by  the  above 
methods."  In  testing  for  acetone  in  the  simultaneous  presence  of  diacetic  acid, 
first  make  the  urine  faintly  alkaline,  and  shake  it  carefully  with  ether  free 
from  alcohol  and  acetone  in  a  separatory  funnel.  The  removed  ether  is 
then  shaken  with  water,  which  takes  up  the  acetone,  and  then  the  watery 
liquid  is  tested. 

The  quantitative  estimation  of  acetone  in  the  urine  is  done  by  converting 
it  first  into  iodoform.  The  urine  is  acidified  with  acetic  acid  (according  to 
HtrppERT,  1-3  c.c.  50  per  cent  acetic  acid  for  every  100  c.c.  urine)  and  dis- 
tilled. The  quantity  of  acetone  in  the  distillate  is  best  determined  accord- 
ing to  Messingee's  and  Huppeet's  method  by  determining  volumetrically 
the  quantity  of  iodine  used  in  the  formation  of  iodoform.  In  regard  to  thia 
method  and  its  execution  we  refer  the  reader  to  Huppeet-N^eubatjee.' 

/3-Oxybutyric  Acid,C,H,0.  or  CH„,OH(OH).CH,COOH.  The  appearance 
of  this  acid  in  the  urine  was  first  positively  shown  by  Minkowski,  Kulz 
and  STADELMAi>riT. '  It  occurs  especially  in  difficult  cases  of  diabetes,  but  it 
has  also  been  observed  in  scarlet  fever  and  in  measles  (Kulz),  in  scurvy 
(Minkowski),  and  in  diseases  of  the  brain  with  abstinence  (Kulz).  /3-oxy- 
butjiric  acid  is  undoubtedly  derived  from  an  abnormal  destruction  of  body- 
proteid,  and  it  therefore  occurs  in  the  urine  in  inanition,  cachexia,  etc. 
/J-oxybutyric  acid  is  accompanied  by  diacetic  acid  in  the  urine,  while  on 
the  other  hand  the  last-mentioned  acid  occurs  in  the  urine  without  the  first. 

y3-oxybutyric  acid  forms  an  odorless  syrup  which  mixes  readily  with 
water,  alcohol,  and  ether.  This  acid  is  optically  active  and  indeed  Isevo- 
gyrate,  and  it  therefore  interferes  with  the  estimation  of  sugar  in  the  urine 
by  means  of  polarization.  It  is  not  precipitated  either  by  basic  lead  acetate 
or  by  ammonical  basic  lead  acetate.  On  boiling  with  water,  especially  in 
the  presence  of  a  mineral  acid,  this  acid  decomposes  into  a-CEOTOXic  acid, 
which  melts  at  71-73°  C,  and  water:  CH,.CH(OH).CH,.COOH  ==  H,0 
-j-  CHj.CH:  CH.COOH.  It  yields  acetone  on  oxidation  with  a  chromic- 
acid  mixture. 

'  MOrner,  Skand.  Arch.  f.  Physiol.,  Bd.  5  ;  v.  Jaksch.,  Klin.  Diagnostik,  4.  Aufl. 
"  See  also  Salkowski,  Pfliiger's  Arch.,  Bd.  56. 

°  L.  c,  p.  760,  and  also  Geelmuyden,  Zeitschr.  f.  aual.  Chem.,  Bd.  35. 
*  Minkowski,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bdd.  18  and  19  ;  Stadelmann,  ihid.,  Bd. 
17  ;  Ktllz,  Zeitschr.  f .  Biologie,  Bdd.  30  and  23. 
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Detection  of  fi-  Oxylutyric  Add  in  the  Urine.  If  a  urine  is  still  laevo- 
gyrate  after  fermentation  with  yeast,  the  presence  of  oxybutyric  acid  is 
probable.  A  further  test  may  be  made,  according  to  KuLZ,  by  evaporating 
the  fermented  urine  to  a  syrup,  and,  after  the  addition  of  an  equal  volume 
of  concentrated  sulphuric  acid,  distilling  directly  without  cooling,  o'-cro- 
tonic  acrd  is  produced  wliich  distils  over,  and,  after  collecting  in  a  test- 
tube,  crystals,  which  melt  at  +  72°  C,  separate  on  cooling.  If  no 
crystals  are  obtained,  then  shake  the  distillate  with  ether,  and  test  the 
melting-point  of  the  residue  obtained  after  evaporating  the  ether  which 
has  been  washed  with  the  water.  According  to  Miistkowski  the  acid  may 
be  isolated  as  a  silver  salt. ' 

Ehrlich's"  Urine  Teat.  Mix  250  c.c,  of  a  solution  ■which  contains  50  c.c.  HCl  and 
1  grm.  sulphauilic  acid  in  one  litre  with  5  c.c.  of  a  i%  solution  of  sodium  nitrite  (which 
produces  veiy  little  of  the  active  body,  sulpbodiazobenzol).  lu  performing  this  test  treat 
the  urine  with  an  equal  volume  of  this  mixture  and  then  supersaturate  with  ammonia. 
Normal  urine  will  become  yellow  thereby,  or  orange  after  the  addition  of  ammonia 
(aromatic  oxyaclds  may  sometimes  after  a  certain  time  give  red  azo  bodies  wliich  color 
the  upper  layer  of  phosphate  sediment).  In  pathological  urines  we  sometimes  have 
(and  this  is  the  characteristic  dlazo  reaction)  a  primary  yellow  coloration,  with  a  very 
marked  secondary  red  coloration  on  the  addition  of  ammonia,  and  the  froth  is  also  tinged 
with  red.  The  upper  layer  of  the  sediment  becomes  greenish.  The  body  which  gives 
this  reaction  is  unknown,  but  it  occurs  especially  in  the  urine  of  typhoid  patients  (Ehr- 
lioh).     Opinions  differ  in  regaid  to  the  significance  of  this  reaction, 

Robenbach's  urine  test,  which  consists  in  adding  nitric  acid  drop  by  drop  to  the 
boiling-hot  urine  and  obtaining  a  claret-red  coloration  and  a  bluish-red  foam  on  shak- 
ing, depends  upon  the  formation  of  indigo  substances,  especially  indigo-red. > 

Fat  in  the  Urine.  The  elimination  of  a  uriue  which  in  appearance  and  richness  in 
fat  resembles  chyle  is  called  cliyluria.  It  habitually  contains  proteid  and  often  fibrin. 
Chyluria  occurs  mostly  in  the  iubabitants  of  the  tropics.  Lipuria,  or  the  elimination 
of  fat  with  the  urine,  may  appear  in  apparently  heallhy  persons,  sometimes  with  and 
sometimes  without  albuminuria,  in  pregnancy,  and  also  in  certain  diseases,  as  in  dia- 
betes, poisoning  with  phosphorus,  and  fatty  degeneration  of  the  kidneys. 

Fat  is  usually  detected  by  the  microscope.  It  may  also  be  dissolved  with  ether,  and 
may  invariably  be  detected  by  evaporating  the  urine  to  dryness  and  extracting  the  residue 
with  ether. 

GlioUsterin  is  also  sometimes  found  in  the  urine  in  chyluria  and  in  a  few  other 
cases. 

Leucik  and  Tteosin.  These  bodies  are  found  in  the  urine,  especially 
in  acute  yellow  atrophy  of  the  liver,  in  acute  phosphorus-poisoning,  and  in 
severe  cases  of  typhoid  and  smallpox. 

Detection  of  Leucin  and  Tyrosin.  Tyrosin  occurring  as  sediment  may  be  identified 
by  means  of  the  microscope  ;  but  if  a  positive  proof  is  desired,  a  recrystallization  of 
the  same  from  ammonia  or  ammoniacal  alcohol  is  necessary. 

To  detect  both  these  bodies  when  they  occur  in  solution  in  the  urine,  proceed  in 
the  following  manner  :  The  urine  free  from  proteid  is  precipitated  by  basic  lead  ace- 
tate, the  lead  removed  from  the  filtrate  by  HaS,  and  concentrated  as  much  as  pos- 
sible. The  residue  is  extracted  with  a  small  quantity  of  absolute  alcohol  to  remove 
the  urea.  The  j;esidue  is  then  boiled  with  faintly  ammoniacal  alcohol,  filtered,  the 
filtrate  evaporated  to  a  small  volume  and  allowed  to  crystallize.  If  no  tyrosin  crys- 
tals are  obtained,  then  dilute  with  water,  precipitate  again  with  basic  lead  acetate,  and 
proceed  as  before.  If  tyrosin  crystals  now  separate,  they  are  filtered,  and  the  filtrate 
still  further  concentrated  to  obtain  the  leucin  crystals. 

1  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  18,  S.  35 ;  Zeitschr.  f.  anal.  Chem.,  Bd.  24,  S 
153. 

»  Zeitschr.  f.  klin.  Med.,  Bd.  5. 

'  See  Rosin,  Virchow's  Arch.,  Bd.  133. 
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Cystin  (C.HjlSrSO,),.  This  body  is,  according  to  BAUiiAiirN,  to  be  con- 
sidered  as  disalphide,     '      >0<  „  >C<        ' ,  of  the  previonslj 

mentioned  cystein,  CjHjjSTSOj  (page  483).     Cystein  itself  is  a-amidothio- 
lactic  acid,  Tr'-vr/^XponTT'     CJystin  is  converted  into  cystein  by  nascent 

hydrogen,  and  is  reconverted  into  cystin  by  oxidation. 

BAUMAsriir  and  Goldmaijn  claim  that  a  substance  similar  to  cystin 
occurs  in  very  small  amounts  in  normal  urine.  This  substance  occurs  in 
large  quantities  in  the  urine  of  dogs  after  poisoning  with  phosphorus. 
Cystin  itself  is  only  found  with  positiveness,  and  even  then  very  rarely,  in 
urinary  calculi  and  in  pathological  urines,  from  which  it  may  separate  as  a 
sediment.  Cystinuria  occurs  oftener  in  men  than  in  women,  and  cystin 
seems  to  be  an  abnormal  splitting  product  of  the  proteids.  Batjmann'  and 
Y.  UdeXnszky  found  in  urine  in  cystinuria  the  two  diamins,  cadaverin 
(pentamethylendiamin)  and  putrescin  (tetramethylendiamin),  which  are 
produced  in  the  putrefaction  of  proteids.  These  two  diamins  were  also 
found  in  the  contents  of  the  intestine  in  cystinuria,  while  under  normal 
conditions  they  are  not  present.  Hammarsten  therefore  considers  that 
perhaps  some  connection  exists  between  the  formation  of  diamins  in  the 
intestine,  by  the  peculiar  putrefaction  in  cystinuria,  and  cystinuria  itself. 
Cadaverin  was  detected  in  the  urine  in  cystinuria  by  Stadthageit  and 
Bbiegbe.  Cystin  has  also  been  found  in  ox-kidneys,  in  the  liver  of  the 
horse  and  dolphin  (Deechsbl),  and  as  traces  in  the 'liver  of  a  drunkard. 
KULZ  '  once  observed  the  occurrence  of  cystin  during  the  digestion  of  fibrin 
with  pancreas. 

Cystin  crystallizes  in  thin,  colorless,'  six-sided  plates.  It  is  not  soluble 
either  in  water,  alcohol,  ether,  or  acetic  acid,  but  dissolves  in  mineral  acids 
and  oxalic  acid.  It  also  dissolves  in  alkalies  and  in  ammonia,  but  not  in 
ammonium  carbonate.  Cystin  is  optically  active  and  strongly  laevo-rotatory. 
If  cystin  is  boiled  with  caustic  alkali  it  decomposes,  yielding  among  other 
products  alkali  sulphides,  which  may  be  detected  by  lead  acetate  or  sodium 
nitroprusside.  On  treating  cystin  with  tin  and  hydrochloric  acid,  only  a 
little  sulphuretted  hydrogen  is  evolved  and  cystein  is  produced.  On 
shaking  a  solution  of  cystin  in  an  excess  of  caustic  soda  with  benzoyl- 
chloride  a  voluminous  precipitate  of  benzoyl-cystin  is  produced  (Baumann 
and  Goldmann).  On  heating  on  platinum  foil  cystin  does  not  melt,  but 
ignites  and  burns  with  a  bluish-green  flame  accompanied  by  a  peculiar 


'  Baumaun,  Zeitschr.  f.  physiol.  Chem.,  Bd.  8.  In  regard  to  the  literature  on  cystin 
see  Brenzinger,  iMd.,  Bd.  16,  S.  552;  Baumanu -and  Goldmann,  ibid.,  Bd.  13;  Bau- 
mann  and  v.  Udranszky,  iMd.,  Bd.  13 ;  Stadthagen  and  Brieger,  Berlin,  klin.  'Wochen- 
schr.,  1889;  Drechsel,  Du  Bois-Reymond's  Arcb.,  1891,  and  Zeitschr.  f.  Biologie,  Bd. 
33  ;  Kttlz,  iUd.,  Bd.  27. 
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sharp  odor.  On  warming  with  nitric  acid  cystin  dissolves  with  decomposi- 
tion and  leaves  a  reddish-brown  residue  on  evaporation  which  does  not  give 
the  murexid  test. 

Cystein  hydrochloride  gives  a  nearly  insoluble  precipitate  having  the 
composition  3(C3H,NSO,)  +  3Hg01,  with  mercuric  chloride.  Baumakn" 
and  BoEissow '  have  based  a  method  for  the  quantitative  estimation  of 
cystin  on  this  behavior.  They  first  reduce  the  cystin  by  zinc  and  hydro- 
chloric acid. 

Cystin  is  easily  prepared  from  cystin  calculi  by  dissolving  them  in 
alkali  carbonate,  precipitating  the  solution  with  acetic  acid,  and  redissolving 
the  precipitate  in  ammonia.  The  cystin  crystallizes  on  the  spontaneous 
evaporation  of  the  ammonia.  The  cystin  dissolved  in  the  urine  is  detected, 
in  the  absence  of  proteid  and  sulphuretted  hydrogen,  by  boiling  with  alkali 
and  testing  with  lead  salt  or  sodium  nitroprusside.  To  isolate  cystin  from 
the  urine,  acidify  the  urine  strongly  with  acetic  acid.  The  precipitate  con- 
taining cystin  is  collected  after  34  hours  and  digested  with  hydrochloric 
acid,  which  dissolves  the  cystin  and  calcium  oxalate,  leaving  the  uric  acid 
undissolved.  Filter,  supersaturate  the  filtrate  with  ammonia  carbonate, 
and  treat  the  precipitate  with  ammonia,  which  dissolves  the  cystin  and 
leaves  the  calcium  oxalate.  Filter  again  and  precipitate  with  acetic  acid. 
The  precipitated  cystin  is  identified  by  the  microscope  and  the  above- 
mentioned  reactions.  Cystin  as  a  sediment  is  identified  by  the  microscope. 
It  must  be  purified  by  dissolving  in  ammonia  and  precipitating  with  acetic 
acid  and  then  tested.  Traces  of  dissolved  cystin  may  be  detected  by  the 
production  of  benzoyl-cystin,  according  to  Baumann  and  GoLDMANif. 

VII.    Urinary  Sediments  and  Calculi. 

Urinary  sediment  is  the  more  or  less  abundant  deposit  which  is  found  in 
the  urine  after  standing.  This  deposit  may  consist  partly  of  organized  and 
partly  of  non-organized  constituents.  The  first,  consisting  of  cells  of  various 
kinds,  yeast-fungi,  bacteria,  spermatozoa,  casts,  etc.,  must  be  investigated 
by  means  of  the  microscope,  and  the  following  only  applies  to  the  non- 
organized deposits. 

As  above  mentioned  (page  406),  the  urine  of  healthy  individuals  may 
sometimes,  even  on  voiding,  be  cloudy  on  account  of  the  phosphates  present, 
or  become  so  after  a  little  while  because  of  the  separation  of  urates.  As  a 
rule,  urine  just  voided  is  clear,  and  after  cooling  shows  only  a  faint  cloud 
(nubecula)  which  consists  of  so-called  mucous,  a  few  epithelium-cells,  mucous 
corpuscles',  and  urate  particles.  If  an  acid  urine  is  allowed  to  stand,  it  will 
gradually  change ;  it  becomes  darker  and  deposits  a  sediment  consisting  of 
uric  acid  or  urates,  and  sometimes  also  calcium-oxalate  crystals,  in  which 
yeast-fungi  and  bacteria  are  often  to  be  seen.  This  change,  which  the 
earlier  investigators  called  "acid  fermentation  of  the  urine,"  is  gener- 
ally considered  as  an  exchange  of  the  di-hydrogen  alkali  phosphates  with  the 

'  Zeitschr.  f .  physiol.  Chem. ,  Bd.  19. 
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biurates  of  the  urine.  Mono-hydrogen  phosphates  besides  acid  urates 
(quadriurates)  or  free  uric  acid  or  a  mixture  of  both,  according  to  condi- 
tions/ are  hereby  formed.  The  quadriurates  may  also  split  into  biurate, 
which  passes  into  solution,  and  crystalline  uric  acid. 

Sooner  or  later,  sometimes  only  after  several  weeks,  the  reaction  of  the 
original  acid  urine  changes  and  becomes  neutral  or  alkaline.  The  urine  has 
now  passed  into  the  "alkaline  feembntation,"  which  consists  in  the 
decomposition  of  the  urea  into  carbon-dioxide  and  ammonia  by  means  of  lower- 
organisms,  micrococcus  ureae,  bacteria  urese,  and  other  bacteria.  MuscuLUS  * 
has  isolated  an  enzyme  from  the  micrococcus  ures  which  decomposes  urea 
and  is  soluble  in  water.  During  the  alkaline  fermentation  volatile  fatty- 
acids,  especially  acetic  acid,  may  be  produced,  chiefly  by  the  fermentation  of 
the  carbohydrates  of  the  urine  (Salkowski').  A  fermentation  by 'which 
nitric  acid  is  reduced  to  nitrous  acid,  and  another  where  sulphuretted 
hydrogen  is  produced,  may  sometimes  occur. 

When  the  alkaline  fermentation  has  advanced  only  so  far  as  to  render 
the  reaction  neutral,  we  often  find  in  the  sediment  fragments  of  uric-acid 
crystals,  sometimes  covered  with  prismatic  crystals  of  alkali  urate;  dark- 
colored  spheres  of  ammonium  urate,  crystals  of  calcium  oxalate,  and 
sometimes  crystallized  calcium  phosphate  are  also  found.  Crystals  of  am- 
monium-magnesium phosphate  (triple  phosphate)  and  spherical  ammonium 
urate  are  specially  characteristic  of  alkaline  fermentation.  The  urine  in 
alkaline  fermentation  becomes  paler  and  is  often  covered  with  a  fine  mem- 
brane which  contains  amorphous  calcium  phosphate  and  glistening  crystals 
of  triple  phosphate  and  numerous  micro-organisms. 

Non-organized  Sediments. 

Uric  Acid.  This  acid  occurs  in  acid  urines  as  colored  crystals  which  are 
identified  partly  by  their  form  and  partly  by  their  property  of  giving  the 
murexid  test.  On  warming  the  urine  they  are  not  dissolved.  On  the 
addition  of  caustic  alkali  to  the  sediment  the  crystals  dissolve,  and  when  a 
drop  of  this  solution  is  placed  on  a  microscope-slide  and  treated  with  a  drop 
of  hydrochloric  acid,  small  crystals  of  uric  acid  are  obtained  which  are  easily 
seen  under  the  microscope. 

Acid  Urates.  These  occur  only  in  the  sediment  of  acid  or  neutral 
urines.  They  are  amorphous,  day-yellow,  brick-red,  rose-colored,  or  brown- 
ish red.  They  differ  from  other  sediments  in  that  they  dissolve  on  warming 
the  urine.  They  give  the  murexid  test,  and  small  microscopic  crystals  of 
uric  acid  separate  on  the  addition  of  hydrochloric  acid.     Crystalline  alkali 

^  See  Huppert-Neubauer,  10.  Aufl.,  and  A.  Ritter,  Zeitschr.  f.  Biologie,  Bd.  35. 

"  Musculus,  Pfltlger's  Arch.,  Bd.  13. 

'  Salkowski,  Zeitschr.  f.  physiol.  Chem.,  Bd.  13. 
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urates  occur  very  rarely  in  the  urine,  and  as  a  rule  only  in  such  as  have 
hecome  neutral  but  not  alkaline  by  the  alkaline  fermentation.  The  crystals 
are  somewhat  similar  to  those  of  neutral  calcium  phosphate;  they  are  not 
dissolved  by  acetic  acid,  however,  but  give  a  cloudiness  therewith  due  to 
small  crystals  of  uric  acid. 

Ammonium  urate  may  indeed  occur  as  a  sediment  in  a  neutral  urine 
which  at  first  was  strongly  acid  and  has  become  neutralized  by  the  alkaline 
fermentation,  but  it  is  only  characteristic  of  ammoniacal  urines.  This  sedi  - 
jnent  consists  of  yellow  or  brownish,  rounded  spheres  which  are  often  covered 
with  thorny-shaped  prisms  and,  because  of  this,  are  rather  large  and  resemble 
the  thorn-apple.  It  gives  the  murexid  test.  It  is  dissolved  by  alkalies  with 
the  development  of  ammonia,  and  crystals  of  uric  acid  separate  on  the  addi- 
tion of  hydrochloric  acid  to  this  solution. 

Calcium  oxalate  occurs  in  the  sediment  generally  as  small,  shining, 
strongly  refractive  quadratic  octahedra,  which  on  microscopical  examination 
remind  one  of  a  letter-envelope.  The  crystals  can  only  be  mistaken  for 
small,  not  fully  developed  crystals  of  ammonium-magnesium  phosphate. 
They  differ  from  these  by  their  insolubility  in  acetic  acid.  The  oxalate  may 
also  occur  as  flat,  oval,  or  nearly  circular  disks  with  central  cavities  which 
from  the  side  appear  like  an  hour-glass.  Calcium  oxalate  may  occur  as  a 
sediment  in  an  acid  as  well  as  in  a  neutral  or  alkaline  urine.  The  quantity 
of  calcium  oxalate  separated  from  the  urine  as  sediment  depends  not  only 
upon  the  amount  of  this  salt  present,  but  also  upon  the  acidity  of  urine. 
The  solvent  for  the  oxalate  in  the  urine  seems  to  be  the  di-acid  alkali  phos- 
phate, and  the  greater  the  quantity  of  this  salt  in  the  urine  the  greater  the 
quantity  of  oxalate  in  solution.  When,  as  above  mentioned  (page  513),  the 
simple-acid  phosphate  is  formed  from  the  di-acid  phosphate,  on  allowing 
the  urine  to  stand,  a  corresponding  part  of  the  oxalate  may  be  separated  as 
sediment. 

Calcium  carbonate  occurs  in  considerable  quantities  as  sediment  in  the 
urine  of  herbivora.  It  occurs  in  but  small  quantities  as  a  sediment  in  human 
urine,  and  in  fact  only  in  alkaline  urines.  It  either  has  almost  the  same 
appearance  as  amorphous  calcium  oxalate,  or  it  occurs  as  somewhat  larger 
spheres  with  concentric  bands.  It  dissolves  in  acetic  acid  with  the  genera- 
tion of  gas,  which  differentiates  it  from  calcium  oxalate.  It  is  not  yellow 
or  brown  like  ammonium  urate,  and  does  not  give  the  murexid  test. 

Calcium  sulphate  occurs  very  rarely  as  a  sediment  in  strongly  acid  urine.     It  appears 
as  long,  thin,  colorless  needles,  or  generally  as  plates  grouped  together. 

Calcium  Phosphate.  The  calcium  teiphosphate,  Ca,(PO,), ,  which 
occurs  only  in  alkaline  urines,  is  always  amorphous  and  occurs  partly  as  a 
colorless,  very  fine  powder  and  partly  as  a  membrane  consisting  of  very  fine 
granules.  It  differs  from  the  amorphous  urates  in  that  it  is  colorless,  dis- 
solves  in  acetic   acid,   but   remains  undissolved   on   warming  the   urine. 
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Calcium  diphosphate,  CaHPO,  -j-  2H,0,  occurs  in  neutral  or  only  in  very 
faintly  acid  urine.  It  is  found  sometimes  as  a  thin  film  covering  the  urine, 
and  sometimes  as  a  sediment.  In  crystallizing,  the  crystals  may  be  single, 
or  they  may  cross  one  another,  or  they  may  be  arranged  in  groups  of  color- 
less, -wedge-shaped  crystals  whose  wide  end  is  sharply  defined.  These  crys- 
tals differ,  from  crystalline  alkali  urates  in  that  they  dissolve  without  a 
jesidue  in  dilute  acids  and  do  not  give  the  murexid  test. 

Ammonium-magnesium  phosphate,  tkiple  phosphate,  may  separate  of 
course  from  an  amphoteric  urine  in  the  presence  of  a  sufficient  quantity  of 
ammonium  salts,  but  it  is  generally  characteristic  of  a  urine  become 
ammoniacal  through  alkaline  fermentation.  The  crystals  are  so  large  that 
they  may  be  seen  with  the  unaided  eye  as  colorless  glistening  particles  in 
the  sediment,  on  the  walls  of  the  vessel,  and  in  the  fim  on  the  surface  of 
the  urine.  This  salt  forms  large  prismatic  crystals  of  the  rhombic  system 
(coffin-shaped)  which  are  easily  soluble  in  acetic  acid.  Amorphous  magne- 
sium triphosphate,  Mg,(P0j3,  occurs  with  calcium  triphosphate  in  urines 
rendered  alkaline  by  a  fixed  alkali.  Crystalline  magnesium  phosphate, 
J''Ig3(P0Jj -f"  ^3H,0,  has  been  observed  in  a  few  cases  in  human  urine 
(also  in  horse's  urine)  as  strongly  refractive,  long  rhombic  plates. 

Kyestein  is  tlie  film  which  appears  after  a  little  while  on  the  surface  of  the  urine.  This 
coatiug,  whicli  was  formerly  considered  as  characteristic  of  urine  in  pregnancy,  contains 
various  elements,  such  as  fungi,  vibriones,  epithelium-cells,  etc.  It  often  contains 
earthy  phospliates  and  triple-phosphate  crystals. 

As  more  rare  sediments  we  find  cystin,  tyrosin,  hippuric  acid,  xanthin,  hcematoidin. 
In  alkaline  urine  blue  crystals  of  indigo  may  also  occur,  due  to  a  decomposition  of 
indoxyl-glycuronlc  acid. 

Urinary  Calculi. 

Besides  certain  pathological  constituents  of  the  urine,  all  those  urinary 
constituents  which  occur  as  sediments  take  part  in  the  formation  of  the 
urinary  calculi.  Bbstein'  considers  the  essential  diflference  between  an 
amorphous  or  crystalline  sediment  in  the  urine  on  one  side  -and  urinary 
sand  or  large  calculi  on  the  other  to  be  the  occurrence  of  an  organic  frame 
in  the  last.  As  the  sediments  which  appear  in  normal  acid  urine  and  in  a 
Tirine  alkaline  through  fermentation  are  different,  so  also  are  the  urinary 
calculi  which  appear  under  corresponding  conditions. 

If  the  formation  of  a  calculus  and  its  further  development  take  place  in 
an  undecomposed  urine,  it  is  called  a  peimaky  formation.  If,  on  the  con- 
trary, the  urine  has  undergone  alkaline  fermentation  and  the  ammonia 
formed  thereby  has  given  rise  to  a  calculous  formation  by  precipitating 
ammonium  urate,  triple  phosphate,  and  earthy  phosphates,  then  it  is  called 
a  SECOiSTDAEY  formation.     Such  a  formation  takes  place,  for  instance,  when 


'  Die  Natur  und  Behandlung  der  Harnstine.     "Wiesbaden,  1884. 
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a  foreign  body  in  the  bladder  produces  catarrh  accompanied  by  alkaline 
fermentation. 

We  discriminate  between  the  nucleus  or  nuclei — if  such  can  be  seen — 
and  the  different  layers  of  the  calculus.  The  nucleus  may  be  essentially 
different  in  different  cases,  for  quite  fre(juently  it  consists  of  a  foreign  body 
introduced  into  the  bladder.  The  calculus  may  have  more  than  one  nu- 
cleus. In  a  tabulation  made  by  Ultzmank  of  545  cases  of  urinary  calculi, 
the  nucleus  in  80. 9^  of  the  cases  consisted  of  uric  acid  (and  urates) ;  in 
5.6j^,  of  calcium  oxalate;  in  8.6^  of  earthy  phosphates;  in  lA^,  of  cystin; 
and  in  3.3^,  of  some  foreign  body. 

During  the  growth  of  a  calculus  it  often  happens  that,  for  some  reason 
or  other,  the  original  calculus-forming  substance  is  covered  with  another 
layer  of  a  different  substance.  A  new  layer  of  the  original  substance  may 
deposit  on  the  outside  of  this,  and  this  process  may  be  repeated.  In  this 
way  a  calculus  consisting  originally  of  a  simple  stone  may  be  converted  into 
a  so-called  compound  stone  with  several  layers  of  different  substances. 
Such  calculi  are  always  formed  when  a  primary  is  changed  into  a  secondary 
formation.  By  the  continued  action  of  an  alkaline  urine  containing  pus, 
the  primary  constituents  of  an  originally  primary  calculus  may  be  partly 
dissolved  and  be  replaced  by  phosphates.  Metamorphosed  urinary  calculi 
are  formed  in  this  way. 

Uric-acid  calculi  are  very  abundant.  They  are  variable  in  size  and 
form.  The  size  of  the  bladder-stone  varies  from  that  of  a  pea  or  bean  to 
that  of  a  goose-egg.  Uric-acid  stones  are  always  colored;  generally  they 
are  grayish  yellow,  yellowish  brown,  or  pale  red-brown.  The  upper  surface 
is  sometimes  entirely  even  or  smooth,  sometimes  rough  or  uneven.  Next 
to  the  oxalate  calculus,  the  uric-acid  calculus  is  the  hardest.  The  fractured 
surface  shows  regular  concentric,  unequally  colored  layers  which  may  often 
be  removed  as  shells.  These  calculi  are  formed  primarily.  Layers  of  uric 
acid  sometimes  alternate  with  other  layers  of  primary  formation,  most 
frequently  with  layers  of  calcium  oxalate.  The  simple  uric-acid  calculus 
leaves  very  little  residue  when  burnt  on  platinum-foil.  It  gives  the 
murexid  test,  but  there  is  no  material  development  of  ammonia  when  acted 
•  on  by  caustic  soda. 

Ammonium-urate  calculi  occur  as  primary  calculi  in  new-born  or  nurs- 
ing infants,  rarely  in  grown  persons.  They  often  occur  as  a  secondary 
formation.  The  primary  stones  are  small,  with  a  pale-yellow  or  dark- 
yellowish  surface.  When  moist  they  are  almost  like  dough ;  in  the  dry  state 
they  are  earthy,  easily  crumbling  into  a  pale  powder.  They  give  the 
murexid  test,  and  develop  much  ammonia  with  caustic  soda. 

Galcium-oxalate  calculi  are,  next  to  uric-acid  calculi,  the  most  abundant. 
They  are  either  smooth  and  small  (hemp-seed  calculi)  or  larger,  of  the 
size  of  a  hen's  egg,  with  rough,  uneven  surface,  or  their  surface  is  covered 
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with  prongs  (mulbeert  calculi).  These  calculi  produce  bleeding  easily, 
and  therefore  they  often  have  a  dark -brown  surface  due  to  decomposed  blood- 
coloring  matters.  Among  the  calculi  occurring  in  man  these  are  the  hardest. 
They  dissolve  in  hydrochloric  acid  without  developing  gas,  but  are  not 
soluble  in  acetic  acid.  After  gently  heating  the  powder,  it  dissolves  in  acetic 
acid  with  frothing.  With  more  intense  heat  it  becomes  alkaline,  due  to  the 
production  of  quicklime. 

Phosphate  Calculi.  These,  which  consist  mainly  of  a  mixture  of  the 
normal  phosphate  of  the  alkaline  earths  with  triple  phosphate,  may  be  very 
large.  They  are  as  a  rule  of  secondary  formation,  and  contain  besides  these 
phosphates  also  some  ammonium  urate  and  calcium  oxalate.  These  calculi 
ordinarily  consist  of  a  mixture  of  these  three  constituents,  earthy  phosphate, 
triple  phosphate,  and  ammonium  urate,  surrounding  a  foreign  body  as  a 
nucleus.  Their  color  is  variable — white,  dingy  white,  pale  yellow,  some- 
times violet  or  lilac-colored  (from  indigo-red).  The  surface  is  always  rough. 
Calculi  consisting  of  triple  phosphate  alone  are  seldom  found.  They  are 
ordinarily  small,  with  granular  or  radiated  crystalline  fracture.  Stones  of 
mono-acid  calcium  phosphate  are  also  seldom  obtained.  They  are  white  and 
have  beautiful  crystalline  texture.  The  phosphatic  calculi  do  not  burn  up, 
and  the  powder  dissolves  in  acid  without  efEervescence,  and  the  solution  gives 
the  reactions  for  phosphoric  acid  and  alkaline  earths.  The  triple-phosphate 
calculi  generate  ammonia  on  the  addition  of  an  alkali. 

Calcmm-carbonatB  calculi  occur  chiefly  in  berbivora.  They  are  seldom  found  in  man. 
They  have  mostly  chalky  properties,  and  are  ordinarily  white.  They  are  completely  or 
in  great  part  dissolved  by  acids  with  efiervescence. 

Oysiin  calculi  occur  but  seldom.  They  are  of  primary  formation,  of  various  sizes, 
sometimes  as  large  as  a  hen's  egg.  They  have  a  smooth  or  rough  surface,  are  wliite  or 
pale  yellow,  and  have  a  crystalline  fracture.  They  are  not  very  hard  ;  they  are  con- 
sumed almost  entirely  on  platinum  foil,  burning  with  a  bluish  flame.  They  give  the 
above-mentioned  reactions  for  cystin. 

Xantliin  calculi  SX6  yevy  Tsxely  fownA.  They  are  also  of  primary  formation.  They 
vary  from  the  size  of  a  pea  to  that  of  a  hen's  egg.  They  are  whitish,  yellowish  brown 
■or  cinnamon-brown  in  color,  of  medium  hardness,  with  amorphous  fracture,  and  on 
rubbing  appear  like  wax.  They  burn  up  completely  when  heated  on  platinum  foil. 
They  give  the  xanthin  reaction  with  nitric  acid  and  alkali,  but  this  must  not  be  mistaken 
for  the  murexid  test. 

Vrostealiih  calculi  have  been  observed  only  a  few  times.  In  the  moist  state  they  are 
soft  and  elastic  at  the  temperature  of  the  body,  but  in  the  dry  state  they  are  brittle,  with 
an  amorphous  fracture  and  wasy  appearance.  They  burn  with  a  luminous  flame 
when  heated  on  platinum  foil,  and  generate  an  odor  similar  to  resin  or  shellac.  Such  a 
■calculus,  investigated  by  Kbukenbbbg,'  consisted  of  parafflne  derived  from  a  parafBne 
bougie  used  as  a  sound  on  the  patient.  Perhaps  the  urostealith  calculi  observed  in  other 
■cases  had  a  similar  origin,  although  the  substances  of  which  they  consisted  have  not  been 
■closely  studied.  Hokbaczbwski  has  recently  analyzed  a  case  of  urostealith  which,  lo 
all  appearances,  was  formed  in  the  bladder.  This  calculus  contained  25  p.  m.  water, 
8  p.  m.  inorganic  bodies,  117  p.  m.  bodies  insoluble  in  ether,  and  850  p.  m.  organic 
bodies  soluble  in  ether,  among  which  were  515  p.  m.  free  fatty  acids,  335  p.  m.  fat,  and 
traces  of  cholesterin.  The  fatty  acids  consisted  of  a  mixture  of  stearic,  palmitic,  and 
probably  myristic  acids. 

'  Chem.  Untersuch.  z.  wissensch.  Med.,  Bd.  3.  Cited  from  Maly's  Jahresber.,  Bd. 
19,  S.  433. 
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HoKBACZBWBKi '  has  also  analyzed  a  bladder-atone  which  contained  958.7  p.  m.  cho- 
leaterin. 

Fibrin,  calculi  sometimes  occur.  They  consist  of  more  or  less  changed  fibrin  coagu- 
lum.     Ou  burning  they  develop  an  odor  of  burnt  horn. 

The  chemical  investigation  of  urinary  calculi  is  of  great  practical  impor- 
tance. To  make  such  an  examination  actually  instructive  it  is  necessary  to 
investigate  separately  the  different  layers  which  constitute  the  calculus. 
For  this  purpose  saw  the  calculus,  previously  wrapped  in  paper,  with  a  fine 
saw  so  that  the  nucleus  becomes  accessible.  Then  peel  off  the  different 
layers,  or,  if  the  stone  is  to  be  kept,  scrape  off  enough  of  the  powder 
from  each  layer  for  examination.  This  powder  is  then  tested  by  heating  on 
platinum  foil.  It  must  not  be  forgotten  that  a  calculus  is  never  entirely 
burnt  up,  and  also  that  it  is  never  so  free  from  organic  matter  that 
on  heating  it  does  not  carbonize.  Do  not,  therefore,  lay  too  great  stress  on 
a  very  insignificant  unburnt  residue  or  on  a  very  small  amount  of  organic 
matter,  but  consider  the  calculus  in  the  former  case  as  completely  burnt  and 
in  the  latter  as  not  burnt. 

When  the  powder  is  in  great  part  burnt  up,  but  a  significant  quantity  of 
unburnt  residue  remains,  then  the  powder  in  question  contains  as  a  rule 
urates  mixed  with  inorganic  bodies.  In  such  cases  remove  the  urate  with 
boiling  water,  and  then  test  the  filtrate  for  uric  acid  and  the  suspected  bases. 
The  residue  is  then  tested  according  to  the  following  schema  of  Hellbe, 
which  is  well  adapted  to  the  investigation  of  urinary  calculi.  In  regard  to 
the  more  detailed  examination  the  reader  is  referred  to  special  works  on  the 
subject. 

'  Zeltschr.  f.  physiol.  Chem.,  Bd.  18. 
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CHAPTER  XVI. 
THE   SKIN  AND  ITS  SECRETIONS. 

isr  the  stractnre  of  the  skin  of  man  and  vertebrates  many  different 
kinds  of  substances  occur  which  have  already  been  treated  of,  such  as  the 
constituents  of  the  epidermis  formation,  the  connective  and  fatty  tissues, 
the  nerves,  muscles,  etc.  Among  these  the  different  horn-formations,  the 
hair,  nails,  etc.,  whose  chief  constituent,  keratin,  has  been  spoken  of  in 
another  chapter  (Chap.  II),  are  of  special  interest. 

The  cells  of  the  horny  formation  show,  in  proportion  to  their  age,  a 
different  resistance  to  chemical  reagents,  especially  fixed  alkalies.  The 
younger  the  horn-cell  the  less  resistance  it  has  to  the  action  of  alkalies;  with 
advancing  age  the  resistance  becomes  greater,  and  the  cell-membranes  of 
many  horn-formations  are  nearly  insolable  in  caustic  alkalies.  Keratin 
occurs  in  the  horn-formation  mixed  with  other  bodies,  from  which  it  is 
isolated  with  diflBculty.  Among  these  bodies  the  mineral  constituents  in 
many  cases  occupy  a  prominent  place  because  of  their  quantity.  Hair 
leaves  on  burning  5-70  p.  m.  ash,  which  may  contain  in  1000  parts  230' 
parts  alkali  sulphates,  140  parts  calcium  sulphate,  100  parts  iron  oxide, 
and  even  400  parts  silicic  acid.  Dark  hair  on  burning  seems  generally, 
although  not  always,  to  yield  more  iron  oxide  than  blond.  The  nails 
are  rich  in  calcium  phosphate,  and  the  feathers  rich  in  silicic  acid,  which 
Pkechsel  '  claims  exists  in  part  in  organic  combination  as  an  ester. 

The  granules  occurring  in  the  stratum  granulosum  of  the  skin  consist  of 
a  substance  which  has  been  called  eleidin,  and  which  is  considered  as  an 
intermediate  step  in  the  transformation  of  the  protoplasm  into  keratin. 
The  chemical  nature  of  this  substance  is  unknown. 

The  skin  of  invertebrates  has  been  the  subject,  in  a  few  cases,  of 
chemical  investigation,  and  in  these  animals  various  substances  have  been 
found,  of  which  a  few,  though  little  studied,  are  worth  discussing.  Among 
these  bodies  tunicin,  which  is  found  especially  in  the  tunic  of  the  tnnicata, 
and  the  widely  diffused  chitin,  found  in  the  cuticle-formation  of  inverte- 
brates, are  of  interest. 

Tnnlcin.  Cellulose  seems,  according  to  the  investigations  of  Ambronn,  to  occur 
rather  extensively  in  the  animal  kingdom  in  the  arthropoda  and  the  molhiskg.  It  lias 
heen  known  for  a  long  time  as  the  tunic  of  the  iunicata,  and  this  animal  cellulose  was 

•  Centralbl.  f.  Physiol.  Bd.  11,  S.  361. 
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called  tunicin  by  Bekthelot.  According  to  the  recent  investigations  of  Wintbkstbin 
there  does  not  seem  to  exist  any  marlced  difEerence  between  tunicin  and  ordinary  vege- 
table cellulose.  On  boiling  with  dilute  acid  tunicin  yields  dextrose,  as  shown  first  by 
FiiANCHiMONT '  and  later  confirmed  by  Wiktbrstein. 

CMtin  is  not  found  in  vertebrates.  In  invertebrates  chitin  is  alleged  to 
occur  in  several  classes  of  animals;  but  it  can  only  be  positively  asserted 
that  true,  typical  chitin  is  found  only  in  articulated  animals,  in  which  it 
forms  the  chief  organic  constituent  of  the  shell,  etc.  According  to 
Keawkow"  chitin  of  the  shell,  etc.,  does  not  seem  to  occur  free,  but  in 
combination  with  another  substance,  probably  a  proteid-like  body.  Chitin 
also  occurs,  according  to  Gilson  and  "Winteestein,'  in  certain  fungi. 

According  to  Sundtik  the  formula  of  chitin  is  probably  C„H,„„NjOjj 
-f  w(H,0),  where  n  may  vary  between  1  and  4,  and  it  is  probably  an 
amine  derivative  of  a  carbohydrate,  with  the  general  formula  w(0„Hj„0,  J. 
According  to  Krawkow  chitin  shows  different  origins  by  its  unequal 
behavior  with  iodine,  and  he  therefore  concludes  that  there  must  exist 
quite  a  group  of  chitins,  which  seem  to  be  amine  derivatives  of  different 
carbohydrates,  such  as  dextrose,  glycogen,  dextrins,  etc.  According  to 
Zandee  *  only  two  chitins  exist,  one  of  which  turns  violet  with  iodine  and 
zinc  chloride,  and  the  other  brown. 

Chitin  is  decomposed  on  boiling  with  mineral  acids  and  yields,  as  shown 
by  Leddeehose,  glucosamin  and  acetic  acid.  Sohmiedebeeg  '  therefore 
considers  chitin  as  a  probable  acetyl  acetic-acid  combination  of  glucosamin. 
If,  as  previously  mentioned  (page  318),  the  chondroitin-sulphuric  acid 
contains  a  glucosamin  group,  as  made  probable  by  the  investigations  of 
Schmiedebeeg,  then,  according  to  Schmiedebeeg,  glucosamin  forms  the 
bridge  which  leads  from  the  chitin  of  lower  animals  to  the  cartilage  of 
higher  organized  beings. 

In  the  dry  state  chitin  forms  a  white,  brittle  mass  retaining  the  form  of 
the  original  tissue.  It  is  insoluble  in  boiling  water,  alcohol,  ether,  acetic 
acid,  dilute  mineral  acids,  and  dilute  alkalies.  It  is  soluble  in  concentrated 
acids.  It  is  dissolved  without  decomposing  in  cold  concentrated  hydro- 
chloric acid,  but  is  decomposed  by  boiling  hydrochloric  acid.  When  chitin 
is  dissolved  in  concentrated  sulphuric  acid  and  the  solution  dropped  into 
boiling  water  and  then  boiled,  we  obtain  a  substance  (glucosamin,  chitos- 
amin)  which  reduces  copper  suboxide  in  alkaline  solutions.     On  heating 

'  Ambronn,  Maly's  Jahresber.,  Bd.  20  ;  Berthelot,  Annal.  de  Ohim.  et  Phys.,  Tome 
56,  Compt.  rend.,  Tome  47 ;  Winterstein,  Zeitschr.  f.  physiol.  Chem.,  Bd.  18  ;  Franchi- 
mont,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  12. 

»  Zeitschr.  f.  Biologie,  Bd.  29. 

'  Gilson,  Compt.  rend.,  Tome  120;  Winterstein,  Ber.  d.  deutsch.  chem.  Gesellsch., 
Bdd.  27  and  28. 

*  Sundvik,  Zeitschr.  f.  physiol.  Chem.,  Bd.  5 ;  Zander,  Pflttger's  Arch.,  Bd.  66. 

'  Ledderhose,  Zeitschr.  f.  physiol.  Chem.,  Bdd.  3  and  4;  Schmiedeberg,  Arch.  f. 
exp.  Path.  u.  Pharm.,  Bd.  28. 
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ohitin  with  alkali  and  a  little  water  to  180°  C.  a  cleavage  takes  place, 
according  to  Hoppb-Setler  and  Aeaki,'  with  the  formation  of  a  new 
iBubstance,  chiiosan,  C^.H^NjO,, ,  which  retains  the  shape  of  the  original 
ohitin  and  the  splitting  off  of  acetic  acid.  Chitosan  is  dissolved  by  dilate 
acids,  also  acetic  acid,  and  is  colored  violet  by  a  dilute  iodine  solation.  It 
splits  into  acetic  acid  and  glucosamin  by  the  action  of  hydrochloric  acid. 
On  heating  with  acetic  anhydride  it  is  converted  into  a  chitin-like  sub- 
stance, which  is  not  identical  with  chitin  and  contains  at  least  three  acetyl 
groups.  According  to  Keawkow  the  various  chitins  behave  differently 
with  iodine  or  with  sulphuric  acid  and  iodine,  in  that  some  are  colored 
reddish  brown,  blue,  or  violet,  while  others  are  not  colored  at  all. 

Chitin  may  be  easily  prepared  from  the  wings  of  insects  or  from  the 
■shells  of  the  lobster  or  the  crab,  the  last  mentioned  having  first  been 
«xtracted  by  an  acid  so  as  to  remove  the  lime  salts.  The  wings  or  shells 
are  boiled  with  caustic  alkali  until  they  are  white,  afterward  washed  with 
water,  then  with  dilute  acid  and  water,  and  lastly  extracted  with  alcohol 
and  ether.  If  chitin  so  prepared  is  dissolved  in  cold,  concentrated  sulphuric 
acid  and  diluted  with  cold  water,  then  pure  chitin  separates  out,  having 
been  set  free  from  the  combination  with  the  other  body  (Keawkow). 

OhiioBamin,  glucosamin,  has  recently  been  prepared  in  the  crystalline  state  by  de 
Brutn  and  van  EKKNSTBiNaud  also  by  Brbdbr."  It  is  remarkably  easily  soluble  in 
water,  but  with  difficulty  in  cold  and  hot  ethyl  alcohol  and  in  cold  methyl  alcohol.  It 
is  insoluble  in  ether  and  chloroform.  It  is  dextro-rotatory,  has  a  strong  reducing  jiction, 
and  decomposes  very  readily.  Chitosamiu  gives  a  phenylglucosazon  with  phenylhydra- 
zin  and  acetic  acid.  In  methyl-alcohol  solution  a  crystalline  substance  gradually  settles 
which  is  identical  with  the  substance  which  slowly  deposits  from  a  solution  of  levulose 
in  ammouiacal  methyl  alcohol.  The  formation  of  this  substance,  which  db  BRUYNand 
Ekenbtein  have  called  fruclosamin,  and  which  gives  no  combination  with  hydrochloric 
acid,  shows,  according  to  these  investigators,  that  the  sugar  from  which  chitosamin  is 
derived  stands  in  connection  with  ordinary  levulose  (see  page  75). 

Chitosamin  hydrochloride  is  readily  obtained  by  boiling  chitin  (lobster-shell)  with 
tioncentrated  hydrochloric  acid. 

_ .  Hyalin  is  the  chief  organic  constituent  of  the  walls  of  hydatid  cysts.  From  a  chem- 
ical point  of  view  it  stands  close  to  chitin,  or  between  it  and  the  proteid.  In  old  and 
more  transparent  sacs  it  is  tolerably  free  from  mineral  bodies,  but  in  younger  sacs  it  con- 
tains a  great  quantity  (16^)  of  lime  salts  (carbonate,  phosphate,  and  sulphate). 

According  to  Lucke  '  its  composition  is  : 

C  H  N  O 

Fromoldcysts 45.3        6.5        5.2        43.0 

From  young  cysts 44.1        6.7        4.5        44.7 

It  differs  from  keratin  on  the  one  hand  and  from  proteids  on  the  other  by  the  absence 
of  sulphur,  also  by  its  yielding,  when  boiled  with  dilute  sulphuric  acid,  a  variety  of 
sugar  in  large  quantities  (50^),  which  is  reducing,  fermentable,  and  dextrogyrate.  It 
diners  from  chitin  by  the  property  of  being  gradually  dissolved  by  caustic  potash  or  soda, 
or  by  dilute  acids  ;  also  by  its  solubility  on  heating  with  water  to  150°  C. 

The  coloring  matters  of  the  skin  and  horn-formations  are  of  different 
iinds,  but  have  not  been  much  studied.     Those  occurring  in  the  stratum 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  20. 

'  De  Bruyn  and  Ekenstein,  Ber.  d.  deutsch.  chem.  Gesellsch.,  Bd.  31,  S.  3476  ; 
Breuer,  ibid.,  S.  2198. 

'  Virchow's  Arch.,  Bd.  19. 
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Malpighii  of  the  skin,  especially  of  the  negro,  and  the  black  or  brown 
pigment  occarring  in  the  hair,  belong  to  the  gronp  of  pigments  which 
have  received  the  name  melanins. 

Melanins.  This  group  includes  several  different  varieties  of  amorphous 
black  or  brown  pigments  which  are  insoluble  in  water,  alcohol,  ether, 
chloroform,  and  dilute  acids,  and  which  occur  in  the  skin,  hair,  epithelium- 
cells  of  the  retina,  in  sepia,  in  certain  pathological  formations,  and  in  the 
blood  and  urine  in  disease.  Of  these  pigments  there  are  a  few,  snch  as  the 
melanin  of  the  eye,  Schmiedebbeg's  sarcomelanin,  and  that  from  the 
melanotic  sarcomata  of  horses,  the  hippomelanin  (Nencki  and  Bekdez  '), 
which  are  soluble  with  difficulty  in  alkalies,  while  others,  such  as  the 
pigment  of  the  hair  and  the  coloring  matter  of  certain  pathological  swellings 
in  man,  the  phymatorusin  (Nencki  and  Berdez),  are  easily  soluble  in 
alkalies.  The  humus-like  products,  called  melanoidic  acids  by  Schmiede- 
BERG,  obtained  on  boiling  proteids  with  mineral  acids,  are  rather  easily 
soluble  in  alkalies.  Chitxenden  and  Albro  "  have  prepared  melanin-like 
pigments  by  boiling  autialbumid  and  hemipeptone  with  dilute  sulphuric 
acid.  They  were  insoluble  in  water,  alcohol,  and  ether,  bat  were  soluble,  on 
the  contrary,  in  dilute  alkalies.  The  composition  was  somewhat  different 
according  to  the  length  of  boiling.  The  melanin  from  antialbumid  was 
poorer  in  carbon  (54-58^)  and  richer  in  sulphur  (4.35-7.7j^)  than  the 
melanin  from  hemipeptone,  which  contained  61.5^  carbon  and  2.98^ 
sulphur. 

Among  the  melanins  there  are  a  few,  for  examples  the  choroid  pigment, 
which  are  free  from  sulphur ;  others,  on  the  contrary,  as  sarcomelanin  and 
the  pigment  of  the  hair  and  of  horse-hair,  are  rather  rich  in  sulphur  (2-4,'^), 
while  the  phymatorusin  found  in  certain  swellings  and  in  the  urine  (]^EsrcKi 
and  Beedez,  K.  Moenee)  is  very  rich  in  sulphur  (8-10^).  "Whether  any 
of  these  pigments,  especially  the  phymatorusin,  contains  any  iron  or  not  is 
an  important  though  disputed  point,  for  it  leads  to  the  question  whether 
these  pigments  are  formed  from  the  blood-coloring  matters.  The  pigment 
phymatorusin,  isolated  by  Nencki  and  Beedez  from  melanotic  sarcomata, 
is,  according  to  them,  free  from  iron  and  is  not  a  derivative  of  haemoglobin. 
K.  MoRNBE  and  later  also  Brandl  and  L.  Pfeipfer  found,  on  the  con- 
trary, that  this  pigment  did  contain  iron,  and  they  consider  it  as  a  deriva- 
tive of  the  blood-pigments.  The  sarcomelanin  (from  a  sarcomatous  liver) 
analyzed  by  Schmibdeberg  contained  2.7^  iron,  which  was  in  organic 
combination  in  part  and  could  not  be  completely  removed  by  dilute 
hydrochloric  acid.  The  sarcomelaninic  acid  prepared  by  Schmiedebeeg- 
by  the  action  of  alkali  on  this  melanin  contained  1.07^  iron.     The  diffi- 

'  Arch.  f.  exp.  Path.  u.  Pliiiim.,  Bdd.  20  and  34. 
'  Amer.  Journ.  of  Physiol.,  Vol.  3. 
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julties  which  attend  the  isolation  and  purification  of  the  melanins  have  not 
been  overcome  in  certain  cases,  while  in  others  it  is  questionable  whether 
the  final  prodact  obtained  has  not  another  composition  than  the  original 
3oloring  matter,  owing  to  the  energetic  chemical  processes  resorted  to  in  its 
purification.  Under  such  circumstances  it  seems  that  a  tabulation  of  the 
malyses  of  different  melanin  preparations  made  up  to  the  present  time  are 
at  secondary  importance.' 

The  one  or  more  pigments  of  the  human  hair  have  a  low  percentage 
of  nitrogen,  8.5^  (Siebee),  and  a  variable  but  considerable  amount  of 
sulphur,  3. 71-4.  lQ<jl,.  The  great  quantity  of  iron  oxide  which  remains  oi\ 
incinerating  hair  does  not  seem  to  belong  to  the  pigments.  The  pigment 
of  the  negro's  skin  and  hair  was  found  entirely  free  from  iron  by  Abel  and 
Davis." 

In  addition  to  the  coloring  matters  of  the  human  skin  it  is  in  place  here  to  treat  of 
the  pigments  found  in  the  skin  or  epidermis-formation  of  tuiimals. 

Tlie  beautiful  color  of  the  feathers  of  many  birds  depends  in  certain  cases  on  purely 
physical  causes  (interference-phenomena),  but  in  other  cases  on  coloring  matters  of  vari- 
ous kinds.  Such  a  coloring  matter  is  the  amorphous  reddish-violet  turacin,  which  con- 
tains 1%  copper  and  whose  spectrum  is  very  similar  to  that  of  oxyhaemoglobin.  Kbti- 
KBNBERG '  found  a  large  number  of  coloring  matters  in  birds'  feathers,  namely,  zooery- 
thrin,  eoofulmn,  turacoverdin,  zoorubin,  psittacofuhin,  and  others  which  cannot  be 
enumerated  here. 

Tetronerythrln,  so  named  by  Wubm,  is  a  red  amorphous  pigment,  which  is  soluble  in 
alcohol  and  ether,  and  which  occurs  in  tlie  red  warty  spots  over  the  eyes  of  the  heath- 
cock  and  the  grouse,  and  which  is  very  widely  spread  among  the  invertebrates  (Halli- 
burton, Dk  Mkrejkowski,  MacMunn).  Besides  tetronerythrin  MacMtjnn  found  in 
the  shells  of  crabs  and  lobsters  a  blue  coloring  matter,  cyanocrystallin,  which  turns  red 
with  acids  and  by  boiling  water.  Mamatoporphyrin,  according  to  MaoMunn,*'  also  oc- 
curs in  the  integuments  of  certain  lower  animals. 

In  certain  butterflies  (the  pieridinae)  the  white  pigment  of  the  wings  consists,  as  shown 
Ijy  Hopkins,'  of  uric  acid,  and  the  yellow  pigment  of  auric-acid  derivative,  lepidotic  acid, 
which  yields  a  purple  substance,  lepidoporp/iyrin,  on  warming  with  dihite  sulphuric  acid. 

In  addition  to  tlie  coloring  matters  thus  far  mentioned  a  few  others  found  in  certain 
animals  (though  not  in  the  skin)  will  be  spoken  of. 

Carminic  acid,  or  the  red  pigment  of  the  cochineal,  gives  on  oxidation,  according  to 
LiEBERMANN  and  VoswjNCKBL,'  cochenilUc  acid,  CioHeOy,  and  coccinic  acid, 
CsHeOs,  the  first  being  t!ie  tri-carbonic  acid,  and  the  other  the  di-carbonic  acid  of 
m-cresol.  The  beautiful  purple  solution  of  ammonium  carminate  has  two  alisorption- 
bands  between  D  and  .S  which  are  similar  to  those  of  oxyhaemoglobin.  These  bands  lie 
nearer  to  Sand  closer  together  and  are  less  sharply  defined.  Purple  is  the  evaporated 
residue  from  the  purple-violet  secretion,  caused  by  the  action  of  the  sunlight,  from  the 

'  Schmiedeberg,  "  Elementarformeln  einiger  EiweisskOrper,"  etc..  Arch.  f.  exp.  Path, 
u.  Pharm.,  Bd.  39,  contains  the  analyses  of  other  investigators  as  well  as  the  pertinent 
literature.     See  also  K.  MOrncr,  Zeitschr.  f.  physiol.  Chem.,  Bd.  11. 

'  Sieber,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  20;  Abel  and  Davis,  Journ.  of  Expt. 
Med.,  Vol.  1. 

'  Vergleichend.  physiol.  Studien,  Abth.  5,  and  (2.  Reihe)  Abth.  1,  8.  151,  Abth.  2,  S. 
1,  and  Abth.  3,  S.  128. 

*  Wurm,  cited  from  Maly's  Jahresber.,  Bd.  1  ;  Halliburton,  Journ.  of  Physiol.,  Vol. 
6  ;  Merejkowski,  Compt.  rend.,  Tome  93  ;  MacMunn,  Proc.  Roy.  Soc,  1883,  and  Journ. 
of  Physiol.,  Vol.  7. 

'  Phil.  Trans.,  Vol.  186. 

•  Ber.  d.  deutsch.  chem.  Gepellsch.,  Bd.  30.  " 
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so-called  "purple  gland  "of  the  tunic  of  certain  species  of  murex  and  purpura.     Its 
chemictil  nature  has  not  been  investigated. 

Among  the  remaining,  coloring  matters  found  in  invertebrates  we  may  mention  bliu 
stentorin,  actinioehrom,  boneUin,  polyperythrin,  pentebcrinin,  aniedoniii,  crustaeeorubin, 
janthinin,  and  chlorophyll. 

Sebum  when  freshly  secreted  is  an  oily  semi-fluid  mass  which  solidiflee 
on  the  upper  surface  of  the  skin,  forming  a  greasy  coating.  The  qnantitj 
is  very  different  in  different  persons.  Hoppe-Setler  has  found  in  the 
sebum  a  body  similar  to  casein  besides  albumin  and  fat.  Cholesterin  is 
also  found  in  this  fat,  and  in  especially  large  quantities  in  the  vernix 
caseosa.  The  solids  of  the  sebum  consist  chiefly  of  fat,  epithelium-cells, 
and  protein  bodies;  the  vernix  caseosa  is  made  up  chiefly  of  fat.  Kuppel  ' 
found  on  an  average  in  the  vernix  caseosa  348.53  p.  m.  water  and  138.72 
p.  m.  ether  extractives.     Besides  cholesterin  he  found  also  isocholesterin. 

On  account  of  the  generally  diffused  view  that  wax  of  the  plant  epider- 
mis serves  as  protection  for  the  inner  parts  of  the  fruit  and  plant, 
LiEBEEiCH '  has  suggested  that  the  combinations  of  fatty  acids  with  mona- 
tomic  alcohols  are  the  reason  for  the  resistance  property  of  the  waxes  as 
compared  with  the  glycerin  fats.  He  also  considers  that  the  cholesterin  fats 
play  the  r61e  of  a  protective  fat  in  the  animal  kingdom,  and  he  has  been 
able  to  detect  cholesterin  fat  in  human  skin  aud  air,  in  vernix  caseosa, 
whalebone,  tortoise-shell,  cow's  horn,  the  feathers  and  beaks  of  several 
birds,  the  prickles  of  the  hedgehog  and  porcupine,  the  hoofs  of  horses,  etc. 
He  draws  the  following  conclusion  from  this,  namely,  that  the  cliolesterin 
fats  always  appear  in  combination  with  the  keratinous  substance,  and  that 
the  cholesterin  fat,  like  the  wax  of  plants,  serves  as  protection  for  the  skin- 
surface  of  animals. 

In  the  fatty  protective  substance  secreted  by  the  psylla  alni  Sundvik  '  has  found 
psyllostearyl  ether,  CeeHissOa ,  which  splits  on  taking  up  water  into  two  molecules  of  a 
di-valent  alcohol,  psyllostearyl  alcohol,  CssHjeOj . 

Cerumen  is  a  mixture  of  the  secretion  of  the  sebaceous  and  sweat  glands 
of  the  cartilaginous  part  of  the  outer  organs  of  hearing.  It  contains  chiefly 
soaps  and  fat,  and  besides  these  a  red  substance  easily  soluble  in  alcohol  and 
with  a  bitter-sweet  taste.* 

The  preputial  secretion,  smegma  prceputii,  contains  chiefly  fat,  also 

cholesterin   and   ammonium   soaps,    which    probably   are    produced  from 

decomposed  urine.     The  hippuric  acid,  benzoic  acid,  and  calcium  oxalate 

found  in  the  smegma  of  the  horse  have  probably  the  same  origin. 

We  may  also  consider  as  a  preputial  secretion  the  castoreum,  which  is  secreted  by  two 
peculiar  glandular  sacs  in  the  prepuce  of  the  beaver.  This  castoreum  is  a  mixture  of 
proteids,  fat,  resins,  traces  of  phenol  (volatile  oil),  and  a  non-nitrogenized  body,  castorin,. 

'  Hoppe-Seyler,  Physiol.  Chem.,  S.  760;  Rilppel,  Zeitschr.  f.  physiol.  Chem.,  Bd.  21> 

»  Viichow's  Arch.,  Bd.  121. 

'  Zeitschr.  f.  physiol.  Chem.,  Bdd.  17  and  25. 

*~See  Lamois  and  Martz,  Maly'a  Jahresber.,  Bd.  27,  S.  40. 
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crystallizing  in  four-sided  needles  from  alcohol,  insoluble  in  cold  water,  but  somewhat 
soluble  in  boiling  water,  and  whose  composition  is  little  known, 

lu  the  secretion  from  the  anal  glands  of  the  skunk  butyl  mercaptan  and  alkyl  sulphide 
have  been  found  (Aldrich,  E.  Beckmann  '). 

Wool-fat,  or  the  so-called  fat-sweat  of  sheep,  is  a  mixture  of  the  secrelion  of  the 
sudoriparous  and  sebaceous  glands.  "We  flud  in  the  watery  extract  a  large  quantity  of 
potassium  which  is  combined  with  organic  acid,  volntile  and  non-volatile  falty  acids, 
benzoic  acid,  phenol-sulphuric  acid,  lactic  acid,  malic  acid,  succinic  acid,  and  others. 
Tlie  fat  contains,  among  other  bodies,  abundant  quantities  of  etbers  of  fatty  acids  with 
cbolesteria  and  isocholesterin.  Darmstadtkb  and  LiFscniJTZ'  have  found  other  alco- 
hols in  wool-fat  besides  myristic  acid,  also  two  oxyfatty  acids,  lanoceric  acid,  CaoHeoO, , 
and  lanopalmitic  acid,  C'uHajOa . 

The  secretion  of  the  coccygeal  glands  of  ducks  and  geese  contains  a  body  similar  to 
casein,  besides  albumin,  nuclein,  lecithin,  and  fat,  but  no  sugar  (De  Jongb).  Poisonous 
bodies  have  been  found  in  the  secretion  of  the  skin  of  tlie  salamander  and  the  toad  re- 
spectively, sa/mandarin  (Zaleski,  Faust)  and  bufidin  (Joknaka  and  Cabali'). 

The  Sweat.  Of  the  secretions  of  the  skin,  whose  quajitity  amounts  to 
about  ^  of  the  weight  of  the  body,  a  disproportionally  large  part  consists  of 
water.  Next  to  the  kidneys,  the  skin  in  man  is  the  mosb  important  means 
for  the  elimination  of  water.  As  the  glands  of  the  skin  and  the  kidneys 
stand  near  to  each  other  in  regard  to  their  functions,  they  may  to  a  certain 
extent  act  vicariously  for  one  another. 

The  circumstances  which  influence  the  secretion  of  sweat  are  very 
numerous,  and  the  quantity  of  sweat  secreted  must  consequently  vary  very 
considerably.  The  secretion  differs  for  different  parts  of  the  skin,  and  it 
has  been  stabed  that  the  perspiration  of  the  cheek,  that  of  the  palm  of  the 
hand,  and  that  under  the  arm  stand  to  each  other  as  100  :  90  :  45.  From 
the  unequal  secretion  on  different  parts  of  the  body  it  follows  that  no 
results  as  to  the  quantity  of  secretion  for  the  entire  surface  of  the  body  can 
be  calculated  from  the  quantity  secreted  by  a  small  part  of  the  skin  in  a 
gi  ven  time.  In  determining  the  total  quantity  a  stronger  secretion  is  as  a 
rule  produced,  and  as  the  glands  can  with  difSculty  work  for  a  long  time 
with  the  same  energy,  it  is  hardly  correct  to  estimate  the  quantity  of  secre- 
tion per  day  from  a  strong  secretion  during  only  a  short  time. 

The  perspiration  obtained  for  investigation  is  never  quite  pure,  but 
contains  cast-off  epidermis-cells,  also  cells  and  fat-globules  from  the 
sebaceous  glands.  Filtered  sweat  is  a  clear,  colorless  fluid  with  a  salty  taste 
and  of  different  odors  from  different  parts  of  the  body.  The  physiological 
reaction  is  acid,  according  to  most  statements.  Under  certain  conditions 
also  an  alkaline  sweat  may  be  secreted  (Tbumpt  and  Luchsingee,  Heuss). 
An  alkaline  reaction  may  also  depend  on  a  decomposition  with  the  forma- 
tion of  ammonia.  According  to  a  few  investigators  the  physiological 
reaction  is  alkaline,  and  an  acid  reaction  depends,  according  to  these  inves- 

'  Aldrich,  Journ.  of  Expt.  Med.,  Vol.  1  ;  Beckmann,  Maly's  Jahresber.,  Bd.  26,  S. 
566. 

'  Ber.  d.  deutsch.  chem.  Qesellsch.,  Bdd.  29  and  31. 

'  De  Jonge,  Zeitschr.  f.  physiol.Chem.,  Bd.  3  ;  Zaleski,  Hoppe-Seyler's  Med.-chem. 
TJntersuch.,  8.  85  ;  Faust,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  41 ;  Jornara  and  Casall, 
Haly's  Jahresber.,  Bd.  3. 
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tigators,  npon  an  admixture  of  fatty  acids  from  the  sebum.  Mobiggia. 
found  that  the  sweat  from  herbivora  was  ordinarily  alkaline,  while  that 
from  carnivora  was  generally  acid.  According  to  Smith  '  horse's  sweat  is 
strongly  alkaline.     The  specific  gravity  of  human  sweat  is  1.003-1.005. 

Perspiration  contains  977.4-995.6  p.  m.,  average  988.3  p.  m.,  water, 
and  4.4-22.6  p.  m.,  average  11.80  p;  m.,  solids.  The  organic  bodies  are 
neutral  fats,  cholesterin,  volatile  fatty  acids,  traces  of  proteid  (according  to 
Lecleeo  and  Smith  always  in  horses,  and  according  to  GtAUBE  regularly  in 
man,  while  Leube"  claims  only  sometimes  after  hot  baths,  in  Bkight's 
•disease,  and  after  the  use  of  pilocarpin),  also  creatinin  (Capban'Ica), 
aromatic  oxyacids,  ethereal-sulphuric  acids  of  phenol  and  shatoxyl  (Ki.ST'), 
but  not  of  iadoxyl,  and  lastly  urea.  The  quantity  of  urea  has  been  deter- 
mined by  Aegutinskt.  In  two  steam-bath  experiments,  in  which  in  the 
course 'of  ^  and  f  hour  respectively  he  obtained  225  and  330  c.c.  sweat,  he 
found  1.61  and  1.24  p.  m.  urea.  Of  the  total  nitrogen  of  the  sweal;  in 
these  two  experiments  68.5^  and  74.9^  respectively  belong  to  the  urea. 
Prom  Akgutinsky's  experiments,  and  also  from  those  of  Ceamer,*  it 
follows  that  of  the  total  nitrogen  a  portion  not  to  be  disregarded  is  elimi- 
nated by  the  sweat.  This  portion  was  indeed  13^  in  an  experiment  of 
Ceamee  at  high  temperature  and  powerful  muscular  activity.  Oeamee 
has  also  found  ammonia  in  the  sweat.  In  urasmia,  and  in  ischuria  in 
cholera,  urea  may  be  secreted  in  such  quantities  by  the  sweat-glands  that 
crystals  deposit  upon  the  skin.  The  mineral  bodies  consist  chiefly  of  sodium 
chloride  with  some  potassium  chloride,  alkali  sulphate,  and  phosphate. 
The  relative  quantities  of  these  in  perspiration  differ  materially  from  the 
quantities  in  the  urine  (Faveb,'  Kast).  The  relationship,  according  to 
Kast,  is  as  follows : 


Chlorine 

In  perspiration 1 

In  urine 1 


Phosphate 

0.0015 

0.1320 


Sulphate 
0.009 
0.397 


Kast  found  that  the  proportion  of  ethereal-sulphuric  acid  to  the^sul- 

phate-sulphuric  acid  in   sweat  was   1  :  12.     After  the  administration  of 

aromatic  substances  the  ethereal-sulphuric  acid  does  not  increase  to  the 

same  extent  in  the  sweat  as  in  the  urine  (see  Chapter  XV). 

Sugar  may  pass  into  the  sweat  in  diabetes,  but  the  passage  of  the  bile-coloring  matters 
has  not  been  positively  shown  in  this  secretion.     Benzoic  acid,  succinic  acid,  tartaric 

, '  Trttmpy  and  Luchsinger,  Pflilger's  Arch.,  Bd.  18;  Heuss,  Maly's  Jahresber.,  Bd. 
23  ;  Moriggia,  Moleschott's  Untersuch.  zur  Naturlehre,  Bd.  11  ;  Smith,  Journ.  of  Phys- 
iol., Vol.  11.  In  regard  to  the  older  literature  on  sweat  see  Hermann's  Handbuch,  Bd. 
5,  Tbl.  1,  S.  431  and  543. 

'  Leclerc,  Compt.  rend.,  Tome  107  ;  Gaube,  Maly's  Jahresber.,  Bd.  33  ;  Leube,  Vir- 
chow's  Arch.,  Bdd.  48  and  50,  and  Arch.  f.  klin.  Med.,  Bd.  7. 

'  Caprauica,  Maly's  Jahresber.,  Bd.  13 ;  Kast,  Zeitschr.  f.  physiol.  Chem.,  Bd.  11. 

•*  Argutinsky,  Pflilger's  Arch.,  Bd.  46  ;  Cramer,  Arch.  f.  Hygiene,  Bd.  10. 

'  Compt.  rend..  Tome  35,  and  Arch,  gener.  de  Med.  (.5),  Tome  3. 
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add.  iodine,  arsenic,  mercuric  chloride,  and  quinine  pass  into  the  s.\eat.     Uric  acid  has 
also  been  found  in  the  sweat  in  gout,  and  cystin  in  cystinura. 

Chrombidrosis  is  the  name  given  to  the  secretion  of  colored  sweat,  Sometimes  sweat 
has  been  observed  to 'be  colored  blue  by  indigo  (Bizio),  by  pyocyanin,  or  by  ferro-phos- 
phate  (Koi.LMANN ').  True  blood-sweat,  in  which  blood-corpuscles  exude  from  the 
openings  of  the  glands,  have  also  been  observed. 

The  exchange  of  gas  through  the  skin  in  man  is  of  yery  little  importance 
compared  with  the  exchange .  of  gas  by  the  lungs.  The  absorption  of 
oxygen  by  the  skin,  which  was  first  shown  by  Regn^ault  and  Reiset,  is 
very  small.  The  quantity  of  carbon  dioxide  eliminated  by  the  skin  increases 
with  the  rise  of  temperature  (Aubert  Roheig,  Fubini  and  Ronchi, 
Baeratt').  It  is  also  greater  in  light  than  in  darkness.  It  is  greater 
during  digestion  than  when  fasting,  and  greater  after  a  vegetable  than  after 
an  animal  diet  (Ftjbini  and  Ronohi).  The  quantity  calculated  by  various 
investigators  for  the  entire  skin  surface  in  34  hours  varies  between  3.23  and 
33.8  grrns.'  In  a  horse,  Zuntz  with  Lehmanit  and  HAGEMAN'iir*  found 
Jor  34  hours  an  elimination  of  carbon  dioxide  by  the  skin  and  intestine 
which  amounted  to  nearly  '6^  of  the  total  respiration.  Less  than  ^  of  this 
carbon  dioxide  came  from  the  skin  respiration.  According  to  the  same 
investigators  the  skin  respiration  equals  3-J^  of  the  simultaneous  lung 
respiration. 

As  the  exchange  of  gas  through  the  skin  in  man  and  mammals  is  very 
small,  it  follows  that  the  injurious  and  dangerous  efEects  caused  by  covering 
the  skin  with  varnish,  oil,  or  the  like  can  hardly  depend  on  a  reduced 
■exchange  of  gas.  After  varnishing  the  skin  there  is  a  considerable  loss  of 
heat,  and  the  animal  quickly  dies.  If  the  animal,  on  the  contrary,  be 
guarded  from  this  loss  of  heat,  it  may  be  saved,  or  at  least  kept  alive  for  a 
longer  time.  This  effect  was  supposed  to  be  due  to  a  poisoning  caused  by 
a  retention  of  one  or  more  substances  of  the  perspiration  {perspirdbile 
retentum),  accompanied  by  fever  and  increased  loss  of  heat  through  the 
skin;  but  this  statement  has  not  been  substantiated.  This  phenomenon 
seems  to  be  due  to  other  causes,  and  at  least  in  certain  animals  (rabbits) 
death  seems  to  ensue  from  the  paralysis  of  the  vaso-motor  nerves.  In 
anastomosis  the  loss  of  heat  through  the  skin  seems  to  be  increased  to  such 
an  extent  that  the  animal  dies  from  the  lowered  temperature.  According 
to  LAUTiANiE^  the  animal  dies  of  inanition  because  it  takes  too  little  food^ 
while  the  chemical  decomposition  processes  are  greatly  raised  to  cover  the 
loss  of  heat. 

'  Bizzio,  Wien.  Sitzungsber.,  Bd.  39;  KoUmaun,  cited  from  v.  Gorup-Besanez's 
Lehrbuch,  4.  Aufl.,  S.  555. 

'  Aubert,  PflUger's  Arch.,  Bd.  6  ;  EShrig,  Deutsch.  Klin.,  1872,  S.  209;  Pubiniand 
Ronchi,  Moleschott's  Untersuch.  z.  Naturlehre,  Bd.  12  ;  Barrat,  Journ.  of  Physiol., 
Tol.  21. 

•  See  Hoppe-Seyler,  Physiol.  Chem.,  S.  580. 

*  Du  Bois-Reymond's  Arch.,  1894,  and  Maly's  Jahresber.,  Bd.  24. 
^  Arch,  de  Physiol.  (5),  Tome  9. 


CHAPTEK  XVII. 

CHEMISTRY   OP  RESPIRATION. 

During  life  a  constant  exchange  of  gases  takes  place  between  the- 
animal  body  and  the  surrounding  medium.  Oxygen  is  inspired  and  carbon 
dioxide  expired.  This  exchange  of  gases,  which  is  called  respiration,  is 
brought  about  in  man  and  vertebrates  by  the  nutritive  fluids,  blood  and 
lymph,  which  circulate  in  the  body  and  which  are  in  constant  communica- 
tion with  the  outer  medium  on  one  side  and  the  tissue-elements  on  the 
other.  Such  an  exchange  of  gaseous  constituents  may  take  place  wherever 
the  anatomical  conditions  offer  no  obstacle,  and  in  man  it  may  go  on  in  the 
intestinal  tract,  through  the  skin,  and  in  the  lungs.  As  compared  with 
the  exchange  of  gas  in  the  langs,  the  exchange  already  mentioned  which 
occurs  in  the  intestine  and  through  the  skin  is  very  insignificant.  For  this 
reason  we  will  discuss  in  this  chapter  only  the  exchange  of  gas  between  the 
blood  and  the  air  of  the  lungs  on  one  side,  and  the  blood  and  lymph  and 
the  tissues  on  the  other.  The  first  is  often  designated  external  respiration^ 
and  the  other  internal  respiration. 

I.  The  Gases  of  the  Blood. 

Since  the  pioneer  investigations  of  Magktjs  and  Lothae  Meter  th& 
gases  of  the  blood  have  formed  the  subject  of  repeated,  careful  investiga- 
tions by  prominent  experimenters,  among  whom  we  must  mention  first 
C.  LuDWiG  and  his  pupils  and  E.  Pflugee  and  his  school.  By  these 
investigations  not  only  has  science  been  enriched  by  a  mass  of  facts,  but- 
also  the  methods  themselves  have  been  made  more  perfect  and  accurate. 
In  regard  to  these  methods,  as  also  in  regard  to  the  laws  of  the  absorption 
of  gases  by  liquids,  dissociation,  and  related  questions,  the  reader  is  re- 
ferred to  text-books  on  physiology,  on  physics,  and  on  gasometric  analysis. 

The  gases  occurring  in  blood  under  physiological  conditions  are  oxygen,, 
carbon  dioxide,  and  nitrogen.  The  last-mentioned  gas  is  found  only  in  very 
small  quantities,  on  an  average  1.8  vols,  per  cent.  The  quantity  is  here,, 
as  in  all  following  experiments,  calculated  for  0°  0.  and  760  mm.  pressure. 
The  nitrogen  seems  to  be  simply  absorbed  into  the  blood,  at  least  in  great 
part.  It  appears,  like  argon,  to  play  no  direct  part  in  the  processes  of  life» 
and  its  quantity  varies  but  slightly  in  the  blood  of  different  blood-vessels. 
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The  oxygen  and  carbon  dioxide  behave  otherwise,  as  their  quantities 
have  significant  variations,  not  only  in  the  blood  from  different  blood- 
vessels, but  also  because  many  conditions,  such  as  a  difEerence  in  the 
rapidity  of  circulation,  a  different  temperature,  rest  and  activity,'  cause  a, 
change.  In  regard  to  the  gases  they  contain  the  greatest  difEerence  is. 
observable  between  the  blood  of  the  arteries  and  that  of  the  veins. 

The  quantity  of  oxygen  in  the  arterial  blood  of  dogs  is  on  an  average 
23  vols,  per  cent  (Pflugee).  In  human  blood  Setsohenow  found  about 
the  same  quantity,  namely,  21.6  vols,  per  cent.  Lower  figures  have  been 
found  for  rabbit's  and  bird's  blood,  respectively  13.2^  and  10-15^  (Waltek, 
Jolyet).  Venous  blood  in  different  vascular  regions  has  very  variable 
quantities  of  oxygen.  By  summarizing  a  great  number  of  analyses  by 
different  experimenters  Zui^'TZ  has  calculated  that  the  venous  blood  of  the 
right  side  of  the  heart  contains  on  an  average  7.15^  less  oxygen  than  the 
arterial  blood. 

The  quantity  of  carbon  dioxide  in  the  arterial  blood  (of  dogs)  is  30  to 
40  vols,  per  cent  (Ludwig,  Setschenow,  Pflugee,  P.  Beet,  and  others), 
most  generally  about  40^.  Setschekow  found  40.3  vols,  per  cent  in 
human  arterial  blood.  The  quantity  of  carbon  dioxide  in  venous  blood 
varies  still  more  (Ludwig,  Pflugee  and  their  pupils,  P.  Beet,  Mathieu 
and  Uebaik,  and  others).  According  to  the  calculations  of  Zuntz  the 
venous  blood  of  the  right  side  of  the  heart  contains  about  8.2^  more  carbon 
dioxide  than  the  arterial.  The  average  amount  may  be  put  down  as  48 
vols,  per  cent.  Holmgeen  found  in  blood  after  asphyxiation  even  69.21 
vols,  per  cent  carbon  dioxide.' 

Oxygen  is  absorbed  only  to  a  small  extent  by  the  plasma  or  serum,  in 
which  Pflugee  found  but  0.26j^.  The  greater  part  or  nearly  all  of  the 
oxygen  is  loosely  combined  with  the  haemoglobin.  The  quantity  of  oxygen 
which  is  contained  in  the  blood  of  the  dog  corresponds  closely  to  the 
quantity  which  from  the  activity  of  the  haemoglobin  we  should  expect  to 
combine  with  oxygen,  and  also  the  quantity  of  haemoglobin  in  canine  blood. 
It  is  difficult  to  ascertain  how  far  the  circulating  arterial  blood  is  saturated 
with  oxygen,  as  immediately  after  bleeding  a  loss  of  oxygen  always  takes 
place.  Still  it  seems  to  be  unquestionable  that  it  is  not  quite  completely 
saturated  with  oxygen  in  life. 

The  carbon  dioxide  of  the  blood  occurs  in  part,  and  indeed,  according 
to  the  investigations  of  Alex.  Schmidt,"  Zuntz,'  and  L.  "Febdbeicq,*  to 

'  All  the  figures  given  above  may  be  found  in  Zimtz's  "  Die  Gase  des  Blutes  "  in 
Hermann's  Handbucli  d.  Pbysiol.,  Bd.  4,  Thl.  2,  S.  33-43.  wliich  also  contains  detailed 
statements  and  the  pertinent  literature. 

«Ber.  d.  \i.  saohs.  Gesellsch,  d.  Wissensch.,  Math.-phys.  Klasse,  Bd.  19,  1867. 

»  Centralbl.  f.  d.  med.  Wissensch.,  1867,  S.  529. 

*  Recherches  sur  la  constitution  du  Plasma  sanguin,  1878,  pp.  50,  51. 
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the  extent  of  at  least  one  third,  in  the  blood-corpuscles,  and  also  in  par 
and  in  fact  the  greatest  part,  in  the  plasma  and  serum  respectively. 

The  carbon  dioxide  of  the  red  corpuscles  Is  loosely  combined,  and  th 
constituent  uniting  with  the  CO,  of  the  same  seems  to  be  the  alkali  con 
bined  with  phosphoric  acid,  oxyhsemoglobin  or  hsemoglobin,  and  globulin  o 
one  side  and  the  hagmoglobin  itself  on  the  other.  That  in  the  red  corpus 
cles  alkali  phosphate  occurs  in  such  quantities  that  it  may  be  of  importanc 
in  the  combination  with  carbon  dioxide  is  not  to  be  doubted,  and  we  mus 
admit  that  from  tlie  diphosphate,  by  a  greater  partial  pressure  of  the  carbo 
dioxide,  monopliosphate  and  alkali  carbonate  are  formed,  while  by  a  lowe 
partial  pressure  of  the  carbon  dioxide  the  mass  action  of  the  phosphoric  aci 
comes  again  into  play,  so  that,  with  the  carbon  dioxide  becoming  free, 
re-formation  of  alkali  diphosphate  takes  place.  It  is  generally  admittei 
that  the  blood-coloring  matters,  especially  the  oxyheemoglobin,  which  ca: 
expel  carbon  dioxide  from  sodium  carbonate  in  vacuo,  act  like  an  acid;  am 
as  the  globulins  also  act  like  acids  (see  below),  these  bodies  may  also  occu 
in  the  blood-corpuscles  as  an  alkali  combination.  The  alkali  of  the.  blood 
corpuscles  must  therefore,  according  to  the  law^  of  mass  action,  be  divide( 
between  the  carbon  dioxide,  phosphoric  acid,  and  the  other  constituents  o 
the  blood-corpuscles  which  are  considered  as  acid-acting,  and  among  thes 
especially  the  blood-pigments,  because  the  globulin  can  hardly  be  of  import 
ance  because  of  its  small  quantity.  By  greater  mass  action  or  greater  partia 
pressure  of  the  carbon  dioxide,  bicarbonate  must  be  formed  at  the  expens 
of  the  diphosphates  and  the  other  alkali  combinations,  while  at  a  diminishe( 
partial  pressure  of  the  same  gas,  with  the  escape  of  carbon  dioxide,  th 
alkali  diphosphate  and  the  other  alkali  combinations  must  be  re-formed  a 
the  cost  of  the  bicarbonate. 

Haemoglobin  must  nevertheless,  as  the  investigations  of  Sstschbkow 
and  ZuKTZ,  and  especially  those  of  Bohr  and  Toeup,"  have  shown,  be  abL 
to  hold  the  carbon  dioxide  loosely  combined  even  in  the  absence  of  alkali 
BoHK  has  also  found  that  the  dissociation  curve  of  the  carbon-dioxidi 
haemoglobin  corresponds  essentially  to  the  curve  of  the  absorption  of  carboi 
dioxide,  on  which  ground  he  and  Toeup  consider  the  haemoglobin  itself  a 
of  importance  in  the  binding  of  the  carbon  dioxide  of  the  blood,  and  not  it 
alkali  combinations.  According  to  Bohe  the  haemoglobin  takes  up  the  tw( 
gases,  oxygen  and  carbon  dioxide,  simultaneously  by  the  oxygen  uniting 
with  the  pigment  nucleus,  and  the  carbon  dioxide  with  the  proteid  com 
ponent. 

The  chief  part  of  the  carbon  dioxide  of  the  blood  is  found  in  the  blood 

'  Centralbl.  f.  d.  med.  'Wisseuscli.,  1877.     See  also  Zuntz  ia  Hermann's  Handbuch 
S.  76. 

*  Zuntz,  1.  c,  S.  76  ;  Bohr,  Maly's  Jahresber,,  Bd.  17  ;  Torup,  iUd. 
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plasma  or  the  blood-serum,  whicli  follows  from  the  fact  that  the  serum  is 
richer  in  carbon  dioxide  than  the  corresponding  blood  itself.  By  experi- 
ments -with  the  air-pump  on  blood-serum  it  has  been  found  that  the  chief 
part  of  the  carbon  dioxide  contained  in  the  serum  is  given  off  in  a  vacuum, 
■while  a  smaller  part  can  be  pumped  out  only  after  the  addition  of  an  acid. 
The  red  corpuscles  also  act  as  an  acid,  and  therefore  in  blood  all  the  carbon 
dioxide  is  expelled  in  vacuo.  Hence  a  part  of  the  carbon  dioxide  is  firmly 
chemically  combined  in  the  serum. 

Absorption  experiments  with  blood-sernm  have  shown  us  further  that 
the  carbon  dioxide  which  can  be  pumped  out  is  in  great  part  loosely 
chemically  combined,  and  from  this  loose  combination  of  the  carbon  dioxide 
it  necessarily  follows  that  the  serum  must  also  contain  simply  absorbed 
carbon  dioxide.  For  the  form  of  binding  of  the  carbon  dioxide  contained 
in  the  serum  or  the  plasma  we  find  the  three  following  possibilities: 
1.  A  part  of  the  carbon  dioxide  is  simply  absorbed;  3.  Another  part  is 
loosely  chemically  combined;  3.  A  third  part  is  in  firm  chemical  combina- 
tion. 

The  quantity  of  simply  absorbed  carbon  dioxide  has  not  been  exactly 
determined.  Setschekow'  considers  the  quantity  in  dog-serum  to  be 
about  ^  of  the  total  quantity  of  carbon  dioxide.  According  to  the  tension 
of  the  carbon  dioxide  in  the  blood  and  its  absorption  coefficient,  the 
quantity  seems  to  be  still  smaller. 

The  quantity  of  firmly  chemically  combined  carbon  dioxide  in  the  blood- 
serum  depends  upon  the  quantity  of  simple  alkali  carbonate  in  the  serum. 
This  quantity  is  not  known,  and  it  cannot  be  determined  either  by  the 
alkalinity  found  by  titration,  nor  can  it  be  calculated  from  the  excess  of 
alkali  found  in  the  ash,  because  the  alkali  is  not  only  combined  with  carbon 
dioxide,  but  also  with  other  bodies,  especially  with  proteid.  The  quantity 
of  firmly  chemically  combined  carbon  dioxide  cannot  be  ascertained  after 
pumping  out  in  vacuo  without  the  addition  of  acid,  because  to  all  appear- 
ances certain  active  constituents  of  the  serum,  acting  like  acids,  expel  carbon 
dioxide  from  the  simple  carbonate.  The  quantity  of  carbon  dioxide  not 
expelled  from  dog-serum  by  vacuum  alone  without  the  addition  of  acid 
amounts  to  4.9  to  9.3  vols,  per  cent,  according  to  the  determinations  of 
Pflugee.' 

Prom  the  occurrence  of  simple  alkali  carbonates  in  the  blood-serum  it 
naturally  follows  that  a  part  of  the  loosely  combined  carbon  dioxide  of  the 
serum  which  can  be  pumped  out  must  exist  as  bicarbonate.  The  occur- 
rence of  this  combination  in  the  blood-serum  has  also  been  directly  shown. 

'  Centralbl  f.  d.  med.  Wissensch.,  1877. 

'  E.  Pflfiger,  Ueber  die  Kohlensaure  des  Blutes.    Boon,  1864.     S.  11.     Cited  from 
Zuntz  in  Hermann's  Handbuoh,  S.  65. 
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In  experiments  with  the  pump,  as  well  as  iu  absorption  experiments,  the 
seram  behaves  in  other  ways  different  from  a  solution  of  bicarbonate,  or 
carbonate  of  a  corresponding  concentration ;  and  the  behavior  of  the  loosely 
combined  carbon  dioxide  in  the  serum  can  be  explained  only  by  the  occur- 
rence of  bicarbonate  in  the  serum.  By  means  of  vacuum  the  serum  always 
allows  much  more  than  one  half  of  the  carbon  dioxide  to  be  expelled,  and 
it  follows  from  this  that  in  the  pumping  out  not  only  may  a  dissociation  of 
the  bicarbonate  take  place,  but  also  a  conversion  of  the  double  sodium 
carbonate  into  a  simple  salt.  As  we  know  of  no  other  carbon-dioxide  com- 
bination besides  the  bicarbonate  in  the  serum  from  which  the  carbon  dioxide 
can  be  set  free  by  simple  dissociation  in  vacuo,  we  are  obliged  to  assume 
that  the  serum  must  contain  other  faint  acids,  in  addition  to  the  carbon 
dioxide,  which  contend  with  it  for  the  alkalies,  and  which  expel  the  carbon 
dioxide  from  simple  carbonates  in  vacuo.  The  carbon  dioxide  which  is 
expelled  by  means  of  the  pump  and  which,  without  regard  to  the  simple 
absorbed  quantity,  is  generally  designated  as  "  loosely  chemically  combined 
carbon  dioxide,"  is  thus  only  obtained  in  part  in  dissociable  loose  combina- 
tion; in  part  it  originates  from  the  simple  carbonates,  from  which  it  is 
expelled  in  vacuo  by  other  faint  acids. 

These  faint  acids  are  thought  to  be  in  part  phosphoric  acid  and  in  part 
globulins.  The  importance  of  the  alkali  phosphates  for  the  carbon-dioxide 
combination  has  been  shown  by  the  investigations  of  Fernet;  but  the 
quantity  of  these  salts  in  the  serum  is,  at  least  in  certain  kinds  of  blood, 
for  example  in  ox-serum,  so  small  that  it  can  hardly  be  of  importance.  In 
regard  to  the  globulins  Sbtscheitow  is  of  the  opinion  that  they  do  not  act 
as  acids  themselves,  but  form  a  combination  with  carbon  dioxide,  producing 
carboglobulinic  acid,  which  unites  with  the  alkali.  According  to  Sertoli,' 
whose  views  have  lately  found  a  supporter  in  Tokup,  the  globulins  them- 
selves are  the  acids  which  are  combined  with  the  alkali  of  the  blood-serum. 
In  both  cases  the  globulins  would  form,  directly  or  indirectly,  that  chief 
constituent  of  the  plasma  or  of  the  blood-serum  which,  according  to  the  law 
of  the  action  of  masses,  contends  with  the  carbon  dioxide  for  the  alkalies. 
By  a  greater  partial  pressure  of  the  carbon  dioxide  the  latter  deprives  the 
globulin  alkali  of  a  part  of  its  alkali,  and  bicarbonate  is  formed;  by  low 
partial  pressure  tke  carbon  dioxide  escapes,  and  the  bicarbonate  is  abstracted 
by  the  globulin  alkali. 

In  the  foregoing  it  has  been  assumed  that  the  alkali  is  the  most  essential 
and  important  constituent  of  the  blood-serum,  as  well  as  of  the  blood  in 
general,  in  uniting  with  the  carbon  dioxide.  The  fact  that  the  quantity  of 
carbon  dioxide  in  the  blood  greatly  diminishes  with  a  decrease  in  the 
■quantity  of  alkali  strengthens  this  assumption.     Such  a  condition  is  found, 

'  Hoppe-Seyler,  Med.  chem.  Untersuch. 
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ior  example,  after  poisoning  with  mineral  acids.  Thus  Walter  found 
•only  3-3  vols,  per  cent  carbon  dioxide  in  the  blood  of  rabbits  into  whose 
stomachs  hydrochloric  acid  had  been  introduced.  In  the  comatose  state  of 
diabetes  mellitus  the  alkali  of  the  blood  seems  to  be  in  great  part  saturated 
with  acid  combinations,  /?-oxybutric  acid  (Stadelmank,  Minkowski), 
and  Minkowski'  found  only  3.3  vols,  per  cent  carbon  dioxide  in  the  blood 
in  diabetic  coma. 

Gases  of  the  Lymph  and  Secretions. 

The  gases  of  the  lymph  are  the  same  as  in  the  blood-serum,  and  the 
lymph  stands  close  to  the  blood-serum  in  regard  to  the  quantity  of  the 
various  gases,  as  well  as  to  the  kind  of  carbon-dioxide  combination.  The 
investigations  of  Daenhaedt  and  Hensen  '  on  the  gases  of  human  lymph 
are  at  hand,  but  it  still  remains  a  question  whether  the  lymph  investigated 
was  quite  normal.  The  gases  of  normal  dog-lymph  were  first  investigated 
by  Hammaesten.'  These  gases  contained  traces  of  oxygen  and  consisted 
of  37.4-53.1^  CO,  and  1.6^  N  at  0°  C.  and  760  mm.  Hg  pressure.  About 
one  half  of  the  carbon  dioxide  was  firmly  chemically  combined.  The 
■quantity  was  greater  than  in  the  serum  from  arterial  blood,  but  smaller 
than  from  venous  blood. 

The  remarkable  observation  of  Buchnee  that  the  lymph  collected  after 
asphyxiation  is  poorer  in  carbon  dioxide  than  that  of  the  breathing  animal 
is  explained  by  Zuntz  '  by  the  formation  of  acid  immediately  after  death  in 
the  tissues,  and  especially  in  the  lymphatic  glands,  and  this  acid  decomposes 
the  alkali  carbonates  of  the  lymph  in  part. 

The  secretions  with  the  exception  of  the  saliva,  in  which  Pelusee  and 
KtJLZ  found  respectively  0.6^  and  1^  oxygen,  are  nearly  free  from  oxygen. 
The  quantity  of  nitrogen  is  the  same  as  in  blood,  and  the  chief  maSs  of  the 
gasfes  consists  of  carbon  dioxide.  The  quantity  of  this  gas  is  chiefly  depend- 
ent upon  the  reaction,  i.e.,  upon  the  quantity  of  alkali.  This  follows  from 
the  analyses  of  Pflugee.  He  found  19^  carbon  dioxide  removable  by  the 
air-pump  and  54^  firmly  combined  carbon  dioxide  in  a  strongly  alkaline 
bile,  but,  on  the  contrary,  6.6^  carbon  dioxide  removable  by  the  air-pump 
and  0.8j^  firmly  combined  carbon  dioxide  in  a  neutral  bile.  Alkaline  saliva 
is  also  very  rich  in  carbon  dioxide.  As  average  for  two  analyses  made  by 
Pflugee  of  the  submaxillary  saliva  of  a  dog  we  have  27.5^  carbon  dioxide 
removable  by  the  air-pump  and  47. 4j^  chemically  combined  carbon  dioxide, 

>  Walter,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  7;  Stadelmaun,  ibid.,  Bd.  17;  Min- 
Itowski,  Mittheil.  a.  d.  med.  Klink  in  KOnigsberg,  1888. 
'  Virchow's  Arch.,  Bd.  37. 

•  Ber.  d.  k.  sSchs.  Gesellsch.  d.  Wissensch.,  math.  phys.  Klasse,  Bd.  23. 

*  Buchner,  Arbeiten  aus  der  physiol.  Anstalt  zu  Leipzig,  1876 ;  Zuntz,  1.  c,  S.  85. 


03t5  CHEMISTRY  OF  RESPIRATION. 

making  a  total  of  74.9^.  Kulz'  found  a  maximnm  of  65.78j^  carbon 
dioxide  for  the  parotid  saliva,  of  which  3.31^  was  removable  by  the  air- 
pump  and  62.47^  was  firmly  chemically  combined.  From  these  and  other- 
statements  on  the  quantity  of  carbon  dioxide  removable  by  the  air-pump 
and  chemically  combined  in  the  alkaline  secretions  it  follows  that  bodies 
occur  in  them,  although  not  in  appreciable  quantities,  which  are  analogous 
to  the  albuminous  bodies  of  the  blood-serum  and  which  act  like  faint  acids. 

The  acid  or  at  any  rate  non-alkaline  secretions,  urine  and  milk,  contain, 
on  the  contrary,  considerably  less  carbon  dioxide,  which  is  nearly  all  remov- 
able by  the  air-pump,  and  a  part  seems  to  be  loosely  combined  with  the 
sodium  phosphate.  The  figures  found  by  Pplugee  for  the  total  quantity 
of  carbon  dioxide  in  milk  and  urine  are  10  and  18.1-19.7^  respectively. 

Ewald'  has  made  investigations  on  the  quantity  of  gas  in  pathological 
transudations.  He  found  only  traces,  or  at  least  only  very  insignificant 
quantities,  of  oxygen  in  these  fluids.  The  quantity  of  nitrogen  was  about 
the  same  as  in  blood;  that  of  carbon  dioxide  was  greater  than  in  the 
lymph  (of  dogs),  and  in  Certain  cases  even  greater  than  in  the  blood  after 
asphyxiation  (dog's  blood).  The  tension  of  the  carbon  dioxide  was  greater 
than  in  venous  blood.  In  exudations  the  quantity  of  carbon  dioxide,, 
especially  that  firmly  combined,  increases  with  the  age  of  the  fluid,  while, 
on  the  contrary,  the  total  quantity  of  carbon  dioxide,  and  especially  tha 
quantity  firmly  combined,  decreases  with  the  quantity  of  pus-corpuscles. 

II.  The  Exchange  of  Gas  between  the  Blood  on  the 
One  Hand  and  Pulmonary  Air  and  the  Tissues 
on  the  Othero 

In  the  introduction  (Chapter  I,  p.  3)  it  was  stated  that  we  are  to-day  of 
the  opinion,  derived  especially  from  the  researches  of  Pflugek  and  hi& 
pupils,  that  the  oxidations  of  the  animal  body  do  not  take  place  in  the  fluids- 
and  Juices,  but  are  connected  with  the  form-elements  and  tissues.  It  is 
nevertheless  true  that  oxidations  take  place  in  the  blood,  although  only  to  a 
slight  extent;  but  these  oxidations  depend,  it  seems,  upon  the  form-elements 
of  the  blood,  hence  it  does  not  contradict  the  above  statement  that  the 
oxidations  occur  exclusively  in  the  cells  and  chiefly  in  the  tissues. 

The  gaseous  exchange  in  the  tissues,  which  has  been  designated  internal 
respiration,  consists  chiefly  in  that  the  oxygen  passes  from  the  blood  in  the 
capillaries  to  the  tissues,  while  the  great  bulk  of  the  carbon  dioxide  of  the 
tissues  originates  therein  and  passes  into  the  blood  of  the  capillaries.  The 
exchange  of  gas  in  the  lungs,  which  is  called  external  respiration,  consists, 

'  PflUger,  Pflttger's  Arch.,  Bdd.  1  and  3 ;  Killz,  Zeitscbr.  f.  physiol.  Chem.,  Bd.  23. 
It  seems  as  if  KUlz's  results  were  not  calculated  at  760  mm.  Hg,  but  rather  at  1  m. 
»  C.  A.  Ewald,  Arch.  f.  exp.  Anat.  u.  Physiol.,  1873  and  1876. 
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as  we  learn  by  a  comparison  of  the  inspired  and  expired  air,  in  the  blood 
taking  oxygen  from  the  air  in  the  lungs  and  giving  off  carbon  dioxide. 
This  does  not  exclude  the  fact  that  in  the  lungs,  as  in  every  other  tissue,  an- 
internal  respiration  takes  place,  namely,  a  combustion  with  a  consumption- 
of  oxygen  and  formation  of  carbon  dioxide.  According  to  Bohe  and 
Henriques  '  the  lungs  indeed  play  so  large  a  parb  in  the  total  metabolism 
that  it  may  amount  to  68^  of  the  same. 

What  kind  of  processes  take  part  in  this  double  exchange  of  gas  ?  Is. 
the  gaseous  exchange  simply  the  result  of  an  unequal  tension  of  the  blood 
on  one  side  and  the  air  in  the  lungs  or  tissues  on  the  other  ?  Do  the  gases 
pass  from  a  place  of  higher  pressure  to  one  of  a  lower,  according  to  the  laws 
of  diffusion,  or  are  other  forces  and  processes  active  ? 

These  questions  are  closely  related  to  that  of  the  tension  of  the 
oxygen  and  carbon  dioxide  in  the  blood  and  in  the  air  of  the  lungs  and 
tissues. 

Oxygen  occurs  in  the  blood  in  a  disproportionately  large  part  aa 
oxyhsemoglobin,  and  the  law  of  the  dissociation  of  oxyhemoglobin  is  of 
fundamental  importance  in  the  study  of  the  tension  of  the  oxygen  in  the^ 
blood. 

If  werecill  that,  according  to  Bohr,  what  we  generally  call  oxyhsemoglobin  is  a  mix- 
ture of  hsemoglobins,  which  for  one  and  the  same  oxygen  pressure  can  unite  with  different 
,  quantities  of  oxygen,  and  also,  as  shown  by  Siegphibd,  that  there  exists,  besides  the 
oxyhaeraoglobin,  another  dissociable  oxygen  combination  of  haemoglobin,  namely,  pseu- 
dohsemoglobin,  it  seems  that  we  have  several  important  preliminary  questions  to  solve 
before  we  come  to  a  discussion  of  the  dissociation  conditions  of  oxyhsemoglobin.  As  the 
above  statements  are  in  part  contradicted  and  in  part  not  sufficiently  proved,  and  as  also, 
according  to  HiiFNER,  no  difference  exists  between  an  oxyhsemoglobin  solution  and  a 
solution  of  blood-corpuscles  in  regard  to  its  delivery  of  oxygen,  we  are  justified  in  set- 
ting the  above  statements  aside  for  the  present  and  only  taking  up  the  generally  accepted 

and  authoritative  assertions. 

I 

For  the  understanding  of  the  laws  by  which  the  oxygen  is  taken  up  by 
the  blood  in  the  alveoli  of  the  lungs  the  investigations  on  the  dissociation 
of  oxyhsemoglobin  are  important,  and  those  especially  which  relate  to  the 
dissociation  at  the  temperature  of  the  body  are  of  great  physiological  im- 
portance. Several  investigators  have  experimented  on  this  subject, 
especially  G.  Hufneb."  He  has  proved  an  important  fact,  namely,  that  a 
freshly  prepared  solution  of  pure  oxyhffimoglobin  crystals  does  not  act  unlike 
freshly  defibrinated  blood  as  regards  the  dissociation  of  oxyhemoglobin. 
He  also  showed  that  the  dissociation  is  dependent  upon  the  concentration, 
namely,  that  at  a  given  pressure  a  dilute  solution  is  more  strongly  dis- 
sociated than  a  more  concentrated  solution.  He  found  for  solutions  con- 
taining 14^  oxyhaemoglobin  that  the  dissociation  at  -f  35°  C.  and  an  oxygen 
partial  pressure  of  75  mm.  Hg  was  only  very  insignificant  and  only  little 

'  Centralbl.  f.  Physiol.,  Bd.  6,  and  Maly's  Jahresber.,  Bd.  37. 

'  Du  Bois-Reymond's  Arch.,  1890,  where  the  older  works  on  the  topic  are  cited. 
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stronger  than  with  a  partial  pressure  of  152  mm.  In  the  first  instance 
96.89^  of  the  total  pigment  was  present  as  oxyhaemoglobin  and  3.11^  as 
haemoglobin,  while  in  the  other  case,  at  152  mm.  pressure,  the  respective 
flgares  were  98.42^  and  1.58^.  The  dissociation  becomes  stronger  first  with 
an  oxygen  partial  pressure  of  about  75  mm.  Hg  and  downwards,  and  a 
corresponding  increase-  in  the  quantity  of  reduced  haemoglobin;  but  even 
with  an  oxygen  partial  pressure  of  50  mm.  Hg  the  quantity  of  hsemoglobia 
■was  only  4.6^  of  the  total  pigment. 

From  these  and  older  researches  by  Hufnbk,'  which  were  made  at  35° 
or  39°  C,  it  follows  that  the  partial  pressure  of  the  oxygen  may  be  reduced 
to  one  half  of  the  atmospheric  air  without  influencing  essentially  the 
quantity  of  oxygen  in  the  blood  or  a  corresponding  solution  of  oxyhemo- 
globin. This  corresponds  well  with  the  experience  of  Pbakkel  and 
Oeppbet'  on  the  action  of  diminished  air-pressure  on  the  quantity  of 
oxygen  in  the  blood  in  dogs.  With  aa  air-pressure  of  410  njm.  Hg  they 
found  the  quantity  of  oxygen  in  arterial  blood  to  be  normal.  With  a 
pressure  of  378-365  mm.  it  was  slightly  diminished,  and  only  on  decreasing 
the  pressure  to  300  mm.  was  the  diminution  considerable. 

We  may  conclude  from  the  large  quantity  of  oxygen  or  oxyhsemo- 
globin  in  the  arterial  blood  that  the  tension  of  the  oxygen  in  the  arterial 
blood  must  be  relatively  higher.  Prom  the  investigations  of  several  experi- 
menters, such  as  P.  Beet,  Hertbk,'  and  Hueitek,  who  experimented 
partly  on  living  animals  and  partly  with  haemoglobin  solutions,  we  may 
assume  the  tension  of  the  oxygen  in  arterial  blood  at  the  temperature  of 
the  body  to  be  equal  to  an  oxygen  partial  pressure  of  75-80  mm.  Hg. 

Let  fis  now  compare  these  figures  with  the  tension  of  the  oxygen  in  the 
air  of  the  lungs. 

Numerous  investigations  as  to  the  composition  of  the  inspired  atmos- 
pheric air  as  well  as  the  expired  air  are  at  hand,  and  we  can  say  that  these 
two  kinds  of  air  at  0°  C.  and  a  pressure  of  760  mm.  Hg  have  the  following 
average  composition  in  volume  per  cent : 

Oxygen. 

Atmospheric  air 20.96 

Expired  air 16.03 

The  partial  pressure  of  the  oxygen  of  the  atmospheric  air  corresponds  at 
a  normal  barometric  pressure  of  760  mm.  to  a  pressure  of  159  mm.  Hg. 
The  loss  of  oxygen  which  the  inspired  air  suffers  in  respiration  amounts  to 
about  4.93^,  while  the  expired  air  contains  about  one  hundred  times  as 
much  carbon  dioxide  as  the  inspired  air. 

'  Du  Bois-Reymond's  Arch.,  1890. 

'  "TJeber  die  Wirkungen  der  verdtinnten  Luft  auf  den  Organismus."    Berlin,  1883. 
» Bert,  "  La  pression  barometrique "   (Paris,   1878)  ;    Herter,   Zeitschr.   f .  physiol. 
Chem.,  Bd.  3. 


itrogen. 

Carbon  Dioxide. 

79.03 

0.03 

79.59 

4.88 
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The  expired  air  is  therefore  a  mixtare  of  alveolar  air  with  the  residue  of 
inspired  air  remaining  in  the  air-passages;  hence  in  the  study  of  the  gaseous 
exchange  in  the  lungs  we  must  first  consider  the  alveolar  air.  We  have  no 
direct  determination  of  the  composition  of  the  alveolar  air,  but  only 
approximate  calculations.  From  the  average  results  found  by  Viekokdt  in 
normal  respiration  for  the  carbon  dioxide  in  the  expired  air,  4.63^,  Zuntz  ' 
has  calculated  the  probable  quantity  of  carbon  dioxide  in  the  alveolar  air  as 
equal  to  5.44^.  If  we  start  from  this  value  with  the  assamption  that  the 
quantity  of  nitrogen  in  the  alveolar  air  does  not  essentially  differ  from  the 
expired  air,  and  admit  that  the  quantity  of  oxygen  in  the  alveolar  air  is  6^ 
less  than  the  inspired  air,  we  find  that  the  alveolar  air  contains  14.96¥ 
oxygen,  corresponding  to  a  partial  pressure  of  114  mm.  Hg. 

We  have  several  direct  determinations  of  the  alveolar  air  of  dogs  by 

Pfluger  and  his  pupils  Wolfpbekg  and  Nussbaum."     The  determinations 

which  show  that  the  alveolar  air  is  not  much  richer  in  carbon  dioxide  than 

the  expired   air  have  been   performed   by  means  of   the   so-called    lung- 

catheter. 

The  principle  of  this  method  is  as  follows  :  By  the  introduction  of  a  catheter  of  a 
special  construction  into  a  branch  of  a  bronchus  the  corresponding  lobe  of  the  lung  may 
be  hermetically  sealed,  while  in  the  other  lobes  of  the  same  lung,  and  in  the  other  lung, 
the  ventilation  remains  unchanged,  so  that  no  accumulation  of  carbon  dioxide  takes 
place  in  the  blood.  When  the  cutting  off  lasts  so  long  that  a  complete  equalization 
between  the  gases  of  the  blood  and  the  retained  air  of  the  lungs  is  assumed,  a  sample  of 
this  air  of  the  lungs  is  removed  by  means  of  the  catheter  and  analyzed. 

In  the  air  thus  obtained  from  the  lungs  Wolffbekg  and  Nussbaum 
found  an  average  of  3.6^  CO,.  Nussbaum  has  also  determined  the  carbon- 
dioxide  tension  in  the  blood  from  the  right  heart  in  a  case  simultaneous 
with  the  catheterization  of  the  lungs.  He  found  nearly  identical  results, 
namely,  a  carbon-dioxide  tension  of  3.84^  and  3.81^  of  an  atmosphere, 
which  also  shows  that  complete  equalization  between  the  gases  of  the  blood 
and  langs  in  the  enclosed  parts  of  the  lungs  had  taken  place.  From  these 
investigations  we  can  calculate  the  quantity  of  oxygen  in  the  alveolar  air  of 
dogs  to  be  about  1Q%,  which  corresponds  to  an  oxygen  partial  pressure  of 
.about  132  mm.  Hg.  This  pressure  is  considerably  higher  than  the  oxygen 
tension  in  arterial  blood,  and  the  oxygen  absorption  from  the  air  of  the 
lungs  takes  place  simply  according  to  the  laws  of  diffusion. 

According  to  Bohr  '  the  facts  are  otherwise,  and  the  lungs  are  active 
in  the  taking  up  of  oxygen. 

He  experimented  on  dogs,  allowing  the  blood,  whose  coagulation  had  been  prevented 
by  the  injection  of  peptone  solution  or  infusion  of  the  leech,  to  flow  from  one  bisected 
carotid  to  the  other,  or  from  the  femoral  artery  to  the  -femoral  vein,  through  an  ap- 
paratus called  by  him  an  hsemataerometer.    The  apparatus,  which  is  a  modification  of 

'  Zuntz,  1.  c,  S.  105  and  106. 

»  Wolffberg,  Pflllger's  Arch.,  Bd.  6  ;  Nussbaum,  Wd.,  Bd.  7. 

•  Skand.  Arch,  f .  Physiol.,  Bd.  2. 
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Ltidwig's  iheometer  (stromuhr),  allowed,  according  to  Bohu,  of  a  complete  interchange- 
between  the  gases  of  the  blood  circulating  through  the  apparatus  and  a  quantity  of  gas 
whose  composition  was  known  at  the  beginning  of  the  experiment  and  enclosed  in  the 
apparatus.  The  mixture  of  gases  was  analyzed  after  an  equalization  of  the  gases  by 
diffusion.  In  this  way  the  tension  of  the  oxygen  and  carbon  dioxide  in  the  circulating 
arterial  blood  was  determined.  During  the  experiment  the  composition  of  the  inspired 
and  expired  air  was  also  determined,  the  number  of  inspirations  noted,  and  the  extent 
of  respiratory  exchange  of  gas  measured.  To  be  able  to  make  comparison  between  the  gas 
tension  in  the  blood  and  in  an  expired  air  whose  composition  was  closer  to  the  unknown  , 
composition  of  tlie  alveolar  air  than  the  ordinary  expired  air,  the  composition  of  the  ex- 
pired air  at  the  moment  it  pas'sed  the  bifurcation  of  the  trachea  was  ascertained  by 
special  calculation.  The  tension  of  the  gases  in  this  "  bifurcated- air  "  could  be  com- 
pared with  the  tension  of  the  gases  of  the  blood,  and  in  such  a  way  that  the  compari- 
son took  place  simultaneously. 

BoHK  fonnd  remarkably  high  results  for  the  oxygen  tension  in  arterial 
blood  in  this  series  of  experiments.  They  varied  between  101  and  144  mm. 
Hg  pressure.  In  eight  out  of  nine  experiments  on  the  breathing  of  atmos- 
pheric acid,  and  in  four  out  of  five  experiments  on  breathing  air  containing 
carbon  dioxide,  the  oxygen  tension  in  the  arterial  blood  was  higher  than 
the  "  bifurcated  air. "  The  greatest  difference,  where  the  oxygen  tension 
was  higher  in  the  blood  than  in  the  air  of  the  lungs,  was  38  mm.  Hg. 

According  to  Bohe  we  cannot  simply  explain  the  taking  up  of  oxygen 
by  the  blood  from  the  air  of  the  lungs  by  a  higher  partial  pressure  of  the 
oxygen.  The  difference  in  tension  between  the  two  sides  of  the  walls  of 
the  aHeoli  therefore  may  not  be  the  only  force  which  serves  in  the 
migration  of  the  oxygen  through  the  lung  tissue,  and  the  lungs  them- 
selves must  exercise  an  unknown  specific  action  in  the  taking  up  of 
oxygen. 

HuFiTEE  and  Fredbeicq  ■  have  made  the  objection  to  Bohk's  experi- 
ments and  views  that  a  perfect  equilibrium  had  probably  not  been  attained 
between  the  air  in  the  apparatus  and  the  gases  of  the  blood.  Fredeeicq, 
by  new  experiments,  has  presented  strong  objections  to  the  acceptance  of 
Bohe's  findings.  On  the  other  hand  Haldanb  and  Smith's"  recent 
experiments  upon  an  entirely  different  principle  show  results  which  con- 
tradict the  ordinary  doctrine  of  the  oxygen  absorption  in  the  lungs. 

Haldane's  method  is  as  follows  :  The  individual  experimented  upon  is  allowed  to 
inspire  air  containing  an  exactly  known  but  small  quantity  of  carbon  monoxide  (0.045 
—0.06  per  cent),  until  no  further  absorption  of  carbon  monoxide  takes  place  anti  uniil  the 
percentage  saturation  of  the  hsemoglobin  in  the  arterial  blood  with  carbon  monoxide  has 
become  constant  as  shown  by  a  special  titration  method.  This  percentage  saturation  is 
dependent  upon  the  relation  between  the  tension  of  the  oxygen  in  the  bloocl  and  the 
tension  of  the  carbon  monoxide,  as  known  from  the  composition  of  the  inspired  air. 
When  this  last  and  the  percentage  saturation  with  carbon  monoxide  and  oxygen  are 
known  the  oxygen  tension  in  the  blood  can  be  easily  calculated. 

Haldane  and  Smith  calculate  the  tension  of  the  oxygen  in  arterial 
human  blood  at  an  average  of  36.2^  of  an  atmosphere,  i.e.,  equal  approxi- 

'  Hilfner,  Du  Bois-Reymond's  Arch.,  1890  ;  Fredericq,  Centralbl.  f.  Physiol.,  Bd.  7» 
and  Travaux  du  laboratoire  de  I'institut  de  physiologic  de  Lifige,  Tome  5,  1896. 
«  Haldane,  Journ.  of  Physiol.,  Vol.  18,  Haldane  and  Smith,  ibid.,  Vol.  20. 


OABBON  DIOXIDE  TENSION.  541 

mately  to  200  mm.  Hg.     In  agreement  with  Bohr  the  view  is  held  that 

■difEasion  alone  cannot  explain  the  passage  of  oxygen  from  the  lungs  to  the 

blood,  and  that  this  question  requires  further  investigation. 

As  the  hoemo!;lobia  obtained  from  different  blood  portions  does  not,  according  to 
BoHB,  always  take  up  the  same  quantity  of  oxygen  for  each  gramme,  so,  the  haemo- 
globin within  the  blood-corpuscle  may  show  a  similar  behavior.  He  calls  the  quan- 
tity of  oxygen  (measured  at  0°  C.  and  760  mm.  Hg)  which  is  taken  up  by  1  grm. 
hsemoglobiii  of  the  blood  at  15°  C.  and  an  oxygen  pressure  of  150  mm.  the  specific  oxy-  ' 
gen  capacity .^  This  quantity,  he  claims,  may  be  different  not  only  in  diflereut  indi- 
viduals, but  also  in  the  different  vascular  systems  of  the  same  animal,  and  it  may 
also  be  changed  experimentally  by  bleeding,  breathing  air  deficient  in  oxygen,  or  poison- 
ing. It  is  uovir  evident  that  one  and  the  same  quantity  of  oxygen  in  the  blood,  other 
things  being  equal,  must  have  a  different  tension  according  as  the  specific  oxygen  ca- 
pacity is  greater  or  smaller.  The  tension  of  the  oxygen,  Bohk  says,  may  be  changed 
wlthoiit  changing  the  quantity  of  oxygen,  and  the  animal  body  must,  according 
to  him,  have  means  of  varying  the  tension  of  the  oxygen  in  the  tissues  in  a  short 
time  without  changing  the  quantity  of  oxygen  contained  in  the  blood.  The  great  im- 
portance of  such  a  property  of  the  tissues  for  respiration  is  evident ;  but  it  is  perhaps  too 
early  to  give  a  positive  opinion  on  Bohr's  statements  and  experiments. 

The  tension  of  the  carbon  dioxide  in  the  blood  has  been  determined  in 

different  ways  by  Pfluger  and  his  pupils,  Wolffberg,  Strassburg,  and 

NUSSBATJM. ' 

According  to  the  aerotonometric  method  the  blood  is  allowed  to  flow  directly  from 
the  artery  or  vein  through  a  glass  tube  which  contains  a  gas  mixture  of  a  known  com- 
position. If  the  tension  of  the  carbon  dioxide  in  the  blood  is  greater  than  the  gas  mix- 
ture, then  the  blood  gives  up  carbon  dioxide,  while  in  the  reverse  case  it  takes  up  carbon 
dioxide  from  the  gas  mixture.  The  analysis  of  the  gas  mixture  after  passing  the  blood 
through  it  will  also  decide  if  the  tension  of  the  carbon  dioxide  in  the  blood  is  greater 
or  less  than  in  the  gas  mixture  ;  and  by  a  sufBciently  great  number  of  determinations, 
especially  when  the  quantity  of  carbon  dioxide  of  the  gas  mixture  corresponds  as  nearly 
as  possible  in  the  beginning  to  the  probable  tension  of  this  gas  in  the  blood,  we  may 
learn  the  tension  of  the  carbon  dioxide  in  the  blood. 

According  to  this  method  the  carbon-dioxide  tension  of  the  arterial 
blood  is  on  an  average  2.8^  of  an  atmosphere,  corresponding  to  a  pressure 
of  21  mm.  mercury  (Strassburg).  In  the  blood  from  the  pulmonary 
alveoli  Nussbaum  found  a  carbon-dioxide  tension  of  3.81^  of  an  atmos- 
phere, corresponding  to  a  pressure  of  28.95  mm.  mercury.  Strassburg, 
who  experimented  in  tracheotomized  dogs  in  which  the  ventilation  of  the 
lungs  was  less  active  and  therefore  the  carbon  dioxide  was  removed  from  the 
blood  with  less  readiness,  found  in  the  venous  blood  of  the  heart  a  carbon- 
dioxide  tension  of  ,5.4^  of  an  atmosphere,  corresponding  to  a  partial  pressure 
of  41.01  mm.  mercury. 

Another  method  is  the  catheterization  of  a  lobe  of  the  lungs  (see  page 

539).     In  the  air  thus  obtained  from  the  lungs  Nussbaum  and  Wolffberg 

found  an  average  of  3.6^  CO,.     Nussbaum,  as  previously  mentioned,  has 

also  determined  the  carbon-dioxide  tension  in  the  blood  of  the  pulmonary 

alveoli  in  a  case  simultaneously  with  the  catheterization  of  the  lungs.     He 

found  nearly  identical  results,  namely,  a  carbon-dioxide  tension  of  8.84^ 

and  3.81^. 

'  Bohr,  Centralbl.  f.  Physiol.,  Bd.  4. 

»  Wolffberg,  Pflilger's  Arch.,  Bd.  6  ;  Strassburg,  ibid.;  Nussbaum,  ibid.,  Bd.  7. 
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BoHE,  in  his  experiments  above  mentioned  (page  539),  has  arrived  at; 
other  results  in  regard  to  the  carbon-dioxide  tension.  In  eleven  experimentsi 
with  inhalation  of  atmospheric  air  the  carbon-dioxide  tension  in  the  arterial 
blood  varied  from  0  to  38  mm.  Hg,  and  in  five  experiments  with  inhalation 
of  air  containing  carbon  dioxide  from  0.9  to  57.8  mm.  Hg.  A  comparison 
of  the  carbon-dioxide  tension  in  the  blood  with  the  bifurcated  air  gave  in 
several  cases  a  greater  carbon-dioxide  pressure  in  the  air  of  the  lungs  than 
in  the  blood,  and  as  maximum  this  difference  amounted  to  17.3  mm.  in 
favor  of  the  air  of  the  lungs  in  the  experiments  with  inhalation  of  atmo-* 
spheric  air.  As  the  alveolar  air  is  richer  in  carbon  dioxide  than  the  bifur- 
cated air,  this  experiment  unquestionably  proves,  according  to  Bohr,  that 
the  carbon  dioxide  has  migrated  against  the  high  pressure. 

In  opposition  to  these  investigations,  Fredericq,'  in  his  above-mentioned 
experiments,  obtained  the  same  figures  for  the  carbon-dioxide  tension  in 
arterial  peptone  blood  as  Pfluger  and  his  pupils  found  for  normal  blood. 
Wbisgeeber,"  in  Fbedeeicq's  laboratory,  has  made  experiments  with 
animals  which  respired  air  rich  in  carbon  dioxide,  and  these  experiments 
confirm  Pflugee's  theory  of  respiration.  The  low  figures  obtained  by 
Bohr  for  the  carbon-dioxide  tension  appear  remarkable  when  we  recall  that 
Geandis  found  in  peptone  blood  which  Lahousse  and  Blachstein  '  had 
shown  was  poor  in  carbon  dioxide,  a  high  carbon-dioxide  tension. 

A  certain  importance  has  been  ascribed  to  oxygen  in  regard  to  the 
elimination  of  carbon  dioxide  in  the  lungs,  in  that  it  has  an  expelling  action 
on  the  carbon  dioxide  from  its  combinations  in  the  blood.  This  statement^ 
first  made  by  Holmgren',  has  recently  found  an  advocate  in  Weeigo.* 
This  investigator  has  made  ingenious  experiments  on  living  animals  in  which 
he  allows  both  lungs  of  the  animal  to  breathe  separately,  the  one  with 
hydrogen  and  the  other  with  pure  oxygen  or  a  gas  mixture  rich  in  oxygen. 
He  invariably  found  a  greater  carbon-dioxide  tension  in  the  air  sucked  from 
the  lungs  in  the  presence  of  oxygen,  and  he  draws  the  conclusion  from  his 
experiments  that  the  oxygen  passing  from  the  lung  alveoli  into  the  blood 
raises  the  carbon-dioxide  tension.  According  to  Werigo,  by  this  action 
the  oxygen  is  a  powerful  factor  in  the  eliminatiou  of  carbon  dioxide,  and 
therefore  it  is  not  necessary  to  assume  a  specific  action  of  the  lung  itself  in 
these  processes. 

ZuNTZ  °  has  suggested  important  objections  to  the  conclusions  of 
Werigo,  but  they  have  not  been  substantiated  by  experiment;  hence  the-, 
question  is  still  open. 

'  See  foot-note  1,  page  540. 
=  Oentralbl.  f.  Physiol,  Bd.  10,  S.  483. 

'  Grandis,  Du  Bois-Eeyraond's  Arch.,  1891 ;  Lahousse,  ibid.,  1889  ;  Blachstein,  ibid., 
1891. 

*  Holmgren,  Wiener  Sitzungsber.,  Bd.  48  ;  Werigo,  Pfluger's  Arch.,  Bdd.  51  and  53^ 
5  lUd.,  Bd.  52. 
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We  are  not  quite  clear  in  regard  to  the  carbon-dioxide  eliminatioa 
in  the  lungs,  and  we  must  wait  for  further  light  on  this  head. 

From  what  has  been  said  above  (page  536)  in  regard  to  the  internal 
respiration  we  conclude  that  it  consists  chiefly  in  that  in  the  capillaries  the 
oxygen  passes  from  the  blood  into  the  tissues,  while  the  carbon  dioxide 
passes  from  the  tissues  into  the  blood. 

The  assertion  of  Estoe  and  Saint  Piekre  that  the  quantity  of  oxygen 
in  the  blood  of  the  arteries  decreases  with  the  remoteness  from  the  heart 
has  been  shown  as  incorrect  by  Pflugbr,'  and  the  oxygen  tension  in  the 
blood  on  entering  the  capillaries  must  be  higher.  As  compared  with  the 
capillaries  the  tissues  are  to  be  considered  as  nearly  or  entirely  free  from 
oxygeu,  and  in  regard  to  the  oxygen  a  considerable  difference  in  pressure 
must  exist  between  the  blood  and  tissues.  The  possibility  that  this  differ- 
ence in  pressure  is  sufiBcient  to  supply  the  tissues  with  the  necessary 
quantity  of  oxygen  is  hardly  to  be  doubted. 

In  regard  to  the  carboa-dioxide  tension  in  the  tissue  we  must  assume 
a  priori  that  it  is  higher  than  in  the  blood.  This  is  found  to  be  true. 
Steassbueg  '  found  in  the  urine  of  dogs  and  in  the  bile  a  carbon-dioxide 
tension  oif  9$^  and  7^  of  an  atmosphere,  respectively.  The  same  experi- 
menter has,  further,  injected  atmospheric  air  into  a  ligatured  portion  of  the 
intestine  of  a  living  dog  and  analyzed  the  air  taken  out  after  some  time. 
He  found  a'carbon-dioxide  tension  of  7.7^  of  an  atmosphere.  The  carbon- 
dioxide  tension  in  the  tissues  is  considerably  greater  than  in  the  venous 
blood,  and  there  is  no  opposition  to  the  view  that  the  carbon  dioxide  simply 
diffuses  from  the  tissues  to  the  blood  according  to  the  laws  of  diffusion. 

That  a  true  secretion  of  gases  occurs  in  animals  follows  from  the  composition  and 
behavior  of  the  gases  in  the  swimming-bladder  of  fishes.  These  gases  consist  of  oxy- 
gen and  nitrogen  with  only  small  quantities  of  carbon  dioxide.  In  fishes  which  do  not 
live  at  any  great  depth  the  quantity  of  oxygen  is  ordinarily  as  high  as  in  the  atmos- 
phere, while  fishes  which  live  at  great  depths  may,  according  to  Biot  and  others,  con- 
tain considerably  more  oxygen  and  even  above  80%.  Moreau  has  also  found  that  aftei^ 
emptying  the  swimming-bladder  by  means  of  a  trocar  new  air  collected  after  a  time, 
and  this  air  was  richer  in  oxygen  than  the  (ftmospheric  air  and  contained  even  85^ 
oxygen.  Bohr,'  who  has  proved  and  confirmed  these  statements,  also  found  that  this 
collection  is  under  the  influence  of  the  nervous  system,  because  on  the  section  of  certain 
branches  of  pneumogastric  nerve  it  is  discontinued.  It  is  beyond  dispute  that  we  hiive 
here  a  secretion  and  not  a  diffusion  of  oxygen. 

Several  methods  have  been  suggested  for  the  study  of  the  quantitative 
relationship  of  the  respiratory  exchange  of  gas.  We  must  refer  the  reader 
to  other  text-books  for  more  details  of  these  methods,  and  we  will  here  only 
mention  the  chief  features  of  the  most  important  methods. 

'  Estor  and  St.  Pierre  with  Pfltlger  in  PflUger's  Arch;,  Bd.  1. 

»  PflUger's  Arch.,  Bd.  6. 

'  Biot,  see  Hermann's  Handbuch  d.  Physiol.,  Bd.  4,  Thl.  2,  S.  151  ;  Moreau,  Compt. 
rend.,  Tome  57  ;  Bohr,  Journ.  of  Physiol.,  Vol.  15.  See  also  Hilfner,  Du  Bois-Rey- 
mond's  Arch.,  1892. 
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Rbgnault  and  Reisbt's  Method.  According  to  this  method  the  animal  or  person 
experimented  upon  is  allowed  to  breathe  in  an  enclosed  space.  The  carbon  dioxide  is 
removed  from  the  air,  as  it  forms,  by  strong  caustic  alkali,  from  which  ihe  quantity 
may  be  determined,  while  the  oxygen  is  replaced  continually  by  exactly  mciisured 
quantities.  This  method,  which  also  makes  possible  a  direct  determination  of  the 
oxygen  used  as  well  as  the  carbon  dioxide  produced,  has  since  been  modified  by  other 
investigators,  such  as  Pfluqeb  and  his  pupils,  Sbkgbn  and  Nowak,  and  Hoppb- 
■Sbylbh.' 

Pettenkofbr's  Method.  According  to  this  method  the  individual  to  be  experi- 
mented upon  breathes  in  a  room  through  which  a  current  of  atmospheric  air  is  passed. 
The  quantity  of  air  passed  through  is  carefully  measured.  As  it  is  impossible  to 
analyze  all  the  air  made  to  pass  through  the  chamber,  a  small  fraction  of  this  air  is 
diverted  into  a  branch  line  during  the  entire  experiment,  care'fully  measured,  and  the 
quantity  of  carbon  dioxide  and  water  determined.  From  the  composition  of  this  air 
the  quantity  of  water  and  carbon  dioxide  contained  in  the  large  quantity  of  air  made  to 
pass  through  the  chamber  can  be  calculated'.  The  consumption  of  oxygen  cannot  be 
directly  determined  in  this  method,  but  may  be  indirectly  by  diiference,  which  is  a 
■defect  in  tliis  method.  The  large  respiration  apparatus  of  Sondbn  and  Tigekstedt* 
is  based  upon  this  principle. 

Spbok's  Method.^  For  briefer  experiments  on  man  Spbck  has  used  the  following: 
He  breathes  into  two  spirometer-receivers,  on  which  the  gas-volume  can  be  read  off 
very  accurately,  through  a  mouthpiece  with  two  valves,  closing  the  nose  with  a  clamp. 
The  air  from  one  of  the  spirometers  is  inhaled  through  one  valve,  and  the  expired  air 
passes  through  the  other  into  the  other  spirometer.  By  means  of  a  rubber  tube  con- 
'nected  with  the  expiration-tube  an  accurately  measured  part  of  the  expired  air  may  be 
passed  into  an  absorption-tube  and  analyzed. 

ZuNTz  and  GtEppbbt's  Metliod.*  This  method,  which  has  been  improved  by  Zuntz 
and  his  pupils  from  time  to  time,  consists  in  the  following ;  The  individual  being 
experimented  upon  inspires  pure  atmospheric  air  through  a  very  wide  feed-pipe  leading 
from  the  open  air,  the  inspired  and  the  expired  air  being  separated  by  two  valves 
(human  subjects  breathe  with  closed  nose  by  means  of  a  soft  rubber  mouthpiece,  ani- 
mals through  an  air-tight  tracheal  canula).  The  volume  of  the  expired  air  is  measured 
by  a  gas-meter,  and  an  aliquot  part  of  this  air  collected  and  the  quantity  of  carbon 
■dioxide  and  oxygen  determined.  As  the  composition  of  the  atmospheric  air  can  be 
considered  as  constant  within  a  certain  limit,  the  production  of  carbon  dioxide  as  well 
as  the  consumption  of  oxygen  may  be  readily  calculated  (see  the  works  of  Zuntz  and 
his  pupils). 

Hanriot  and  Richet's  method^  is  characterized  by  its  simplicity.  These  investi- 
gators allow  the  total  air  to  pass  through  three'  gas-meters,  one  after  the  other.  The 
first  measures  the  inspired  air,  whose  composition  is  known.  The  second  gas-meter 
measures  the  expired  air,  and  the  third  the  quantity  of  the  expired  air  after  the  carbon 
dioxide  has  been  removed  by  a  suitable  apparatus.  The  quantity  of  carbon  dioxide 
produced  and  the  oxygen  consumed  can  be  readily  calculated  from  these  data. 

Appendix. 

Tlie  Lungs  and  their  Expectorations. 
Besides  proteid  bodies  and  the  albuminoids  of  the  connective-snbstance 
group,  lecithin,  taurin  (especially  in  ox-langs),  uric  acid,  and  inosit  have 
been  found  in  the  lungs.     Poulet"  claims  to  have  found  a  special  acid, 


"  See  Zuntz  in  Hermann's  Handbuch,  Bd.  4,  Thl.  2,  and  Hoppe-Seyler,  Zeitschr.  f 
physiol.  Chem.,  Bd.  19. 

*  Pettenkofer's  method;  see  Zuntz,  1.  c;   Sonden  and  Tigerstedt,  Skand.  Arch.  f. 
Physiol  ,  Bd.  6. 

*  Speck,  Physiologic  des  menschlichen  Athinens.     Leipzig,  1892. 

*  Pflilgcr's  Arch.,  Bd.  42.     See  also  Magnus-Levy  in  Pfliiger's  Arch.,  Bd.  55,  S.  10, 
in  which  the  work  of  Zuntz  and  his  pupils  is  cited. 

'  Compt.  rend..  Tome  104. 

«  Cited  from  Maly's  Jahresber.,  Bd.  18,  S.  248. 
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which   he  has  called  pulmotartaric  acid,  in   the  lang-tissue.      Glycogen 
flccurs  abnndantly  in  the  embryonic  lung,  bnt  is  absent  in  the  adnlt  Inng. 

The  black  or  dark  brown  pigment  in  the  lungs  of  human  beings  and  domestic  ani- 
mals consists  chiefly  of  carbon,  which  originates  from  the  soot  in  the  air.  The  pigment 
may  in  part  also  consist  of  melanin.  Besides  carbon,  other  bodies,  such  as  iron  oxide, 
silicic  acid,  and  clay,  may  be  deposited  in  the  lungs,  being  inhaled  as  dust. 

Among  the  bodies  found  in  the  langs  under  pathological  conditions  we 
must  specially  mention  albnmoses  and  peptones  (in  pneumonia  and  suppura- 
tion), glycogen,  a  faintly  dextro-rotatory  carbohydrate  differing  from 
glycogen  found  by  Pouchet  in  consumptives,  and  finally  also  cellulose, 
which,  according  to  FiiEUiirD,'  occurs  in  the  lungs,  blood,  and  pus  of 
persons  with  tuberculosis. 

C.  W.  Schmidt  found  in  1000  grms.  mineral  bodies  from  the  normal 
human  lang  the  following:  NaCl  130,  K,0  13,  Na,0  195,  CaO  19,  MgO 
19,  Fe^O,  32,  P,0,  485,  SO,  8,  and  sand  134  grms.  According  to 
Oidtmann"  the  lungs  of  a  14-day-old  child  contained  796.05  p.  m.  water, 
198.19  p.  m.  organic  bodies,  and  5.76  p.  m.  inorganic  bodies. 

The  spatnm  is  a  mixture  of  the  mucous  secretion  of  the  respiratory 
passages,  of  saliva  and  buccal  mucus.  Because  of  thjs  its  composition  is 
very  variable,  especially  under  pathological  conditions  when  various  products 
mix  with  it.  The  chemical  constituents  are,  besides  the  mineral  substances, 
chiefly  mucin  with  a  little  proteid  and  nuclein  substance.  Under  patho- 
logical conditions  albumoses  and  peptone  (?),  volatile  fatty  acids,  glycogen, 
Chaecot's  crystals,  and  also  crystals  of  cholesterin,  hsematoidin,  tyrosin, 
fat  and  fatty  acids,  triple  phosphates,  etc.,  have  been  found. 

The  form  constituents  are,  under  physiological  circumstances,  epithe- 
lium-cells of  various  kinds,  leucocytes,  sometimes  also  red  blood-corpuscles 
and  various  kinds  of  fnngi.  In  pathological  conditions  elastic  fibres,  spiral  • 
formations  consisting  of  a  mucin-like  substance,  fibrin  coagulum,  pus, 
pathogenic  microbes  of  various  kinds,  and  the  above-mentioned  crystals 
occur. 

'  Pouchet,  Compt.  rend.,  Tome  96  ;  Freund,  cited  from  Maly's  Jahresber.,  Bd.  16, 
S.  471. 

'  Schmidt,  cited  from  v.  Gorup-Besanez,  Lehrbuch,  4.  Aufl.,  8.  737  ;  Oidtmann, 
iMd.,  8.  732. 


CHAPTEE  XVIII. 

METABOLISM  WITH  VABIOUS  FOODS,   AND  THEIR  NECESSITY 

TO  MAN. 

The  conversion  of  chemical  tension  into  living  energy,  which,  character- 
izes animal  life,  leads,  as  previously  stated  in  Chapter  I,  to  the  formation  of 
relatively  simple  compounds — carbon  dioxide,  urea,  etc. — which  leave  the 
organism,  and  which,  moreover,  heing  very  poor  in  potential  energy,  are 
for  this  reason  of  no  or  very  little  value  for  the  body.  It  is  therefore 
absolutely  necessary  for  the  continnanceof  life  and  the  normal  course  of  the 
functions  of  the  body  that  the  organism  and  its  dijGEerent  tissues  should  be 
supplied  with  new  material  to  replace  that  which  has  been  exhausted.  This 
is  accomplished  by  means  of  food.  Those  bodies  are  designated  as  food 
which  have  no  injurious  action  upon  the  organism  and  which  serve  as  a 
source  of  energy  and  can  replace  those  constituents  of  the  body  that  have 
been  consumed  in  metabolism  or  that  can  prevent  or  diminish  the  con- 
sumption of  such  constituents. 

Among  the  numerous  dissimilar  substances  which  man  and  animals  take 
with  the  food  all  cannot  be  equally  necessary  or  have  the  same  value.  Some 
perhaps  are  unnecessary,  while  others  may  be  indispensable.  We  have 
learned  by  direct  observation  and  a  wide  experience  that  besides  the  oxygen, 
which  is  necessary  for  oxidation,  the  essential  foods  for  animals  in  general, 
and  for  man  especially,  are  water,  mineral  bodies,  proteins,  carlohydrates, 
and  fats. 

It  is  also  apparent  that  the  various  groups  of  food-stufEs  necessary  for 
the  tissues  and  organs  must  be  of  varying  importance ;  thus,  for  instance, 
water  and  the  mineral  bodies  have  another  value  than  the  organic  foods, 
and  these  again  must  differ  in  importance  among  themselves.  The  knowl- 
edge of  the  action  of  various  nutritive  bodies  on  the  exchange  of  material 
from  a  qualitative  as  well  as  a  quantitative  point  of  view  must  be  of  funda- 
mental importance  in  determining  the  value  of  different  nutritive  substances 
relative  to  the  demands  of  the  body  for  food  under  various  conditions,  and 
also  in  deciding  many  other  questions — for  instance,  the  proper  nutrition 
for  an  individual  in  health  and  in  disease. 

Such  knowledge  can  only  be  attained  by  a  series  of  systematic  and 
thorough  observations,  in  which  the  quantity  of  nutritive  material,  relative 
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to  the  weight  of  the  body,  taken  and  absorbed  in  a  given  time  is  compared 
with  the  quantity  of  final  metabolic  products  which  leave  the  organism  at 
the  same  time.  Researches  of  this  kind  have  been  made  by  several  investi- 
gators, but  above  all  should  be  mentioned  those  made  by  Bischopf  and 
VoiT,  by  Petten9:ofer  and  Voit,  and  by  VoiT  and  his  pupils. 

It  is  absolutely  necessary  in  researches  on  the  exchange  of  material  to 
be  able  to  collect,  analyze,  and  quantitatively  estimate  the  excreta  of  the 
organism,  so  that  they  may  be  compared  with  the  quantity  and  composition 
of  the  nutritive  bodies  taken  up.  In  the  first  place,  one  must  know  what 
the  habitual  excreta  of  the  body  are  and  in  what  way  these  bodies  leave  tha 
organism.  One  mnst  also  have  trustworthy  methods  for  the  quantitative 
estimation  of  the  same. 

The  organism  may,  under  physiological  conditions,  be  exposed  to  acci- 
dental or  periodic  losses  of  valuable  material — such  losses  as  only  occur  in 
certain  individuals,  or  in  the  same  individual  only  at  a  certaiu  period;  for 
instance,  the  secretion  of  milk,  the  production  of  eggs,  the  ejection  of 
semen  or  menstrual  blood.  It  is  therefore  apparent  that  these  losses  can 
be  the  subject  of  investigation  and  estimation  only  in  special  cases. 

The  regular  and  constant  excreta  of  the  organism  are  of  the  very 
greatest  importance  in  the  study  of  metabolism.  To  these  belong,  in  the 
first  place,  the  true  final  metabolic  products — caebon  dioxide,  ueba  (uric 
acid,  hippnric  acid,  creatinin,  and  other  urinary  constituents),  and  a  part 
of  the  WATEE.  The  remainder  of  the  water,  the  mineral  bodies,  and  those 
secretions  or  tissue-constituents — mucus,  digestive  eluids,  sebum,  sweat, 
and  EPIDERMIS  formations — which  are  either  poured  into  the  intestinal 
tract,  or  secreted  from  the  surface  of  the  body,  or  broken  off  and  thereby 
lost  to  the  body,  also  belong  to  the  constant  excreta. 

The  remains  of  food,  sometimes  indigestible,  sometimes  digestible  but  not  acted 
upon,  contained  in  the  fseces,  which  vary  considerably  in  quantity  and  composition 
with  the  nature  of  the  food,  also  belong  to  the  excreta  of  the  organism.  Even  though 
these  remains,  which  are  never  absorbed  and  therefore  are  never  constituents  of  the 
animal  fluids  or  tissues,  cannot  be  considered  as  excreta  of  the  body  in  a  slrict  sense, 
still  their  quantitative  estimation  is  absolutely  necessary  in  certain  experiments  on  the 
exchange  of  material. 

The  determination  of  the  constant  loss  is  in  some  cases  accompanied  with  the 
greatest  difficulties.  The  loss  from  the  detached  epidermis,  from  the  secretion  of  the 
sebaceous  glands,  etc.,  cannot  be  determined  with  exactness  without  difficulty,  and 
therefore — as  they  do  not  occasion  any  appreciable  loss  because  of  their  small  quan- 
tity— they  need  not  be  considered  in  quantitative  experiments  on  metabolism.  This 
also  applies  to  the  constituents  of  the  mucus,  bile,  pancreatic  and  intestinal  juices,  etc., 
occurring  in  the  contents  of  the  intestine,  and  which,  leaving  the  body  with  the  faeces, 
cannot  be  separated  from  the  other  contents  of  the  intestine  and  therefore  cannot  be 
quantitatively  determined  separately.  The  uncertainty  which,  because  of  the  inti- 
mated difficulties,  attaches  itself  to  the  results  of  the  experiments  is  very  small  as  com- 
pared to  the  variation  which  is  caused  by  different  individualities,  different  tnodes  of 
living,  different  foods,  etc.  No  general  but  only  approximate  values  can  therefore  be 
given  for  the  constant  excreta  of  the  human  body. 

The  following  figures  represent  the  quantity  of  excreta  for  24  hours  from 
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a  grown  man,  weighing  60-70  kilos,  on  a  mixed  diet.     The  numbers  are 
"Compiled  from  the  results  of  different  investigators.    • 

Grnmmes. 

Water 350(1-3500 

Siilts(with  the  urine) 30-30 

Ciirbon  dioxide 750-900 

Urea 30-40 

Other  nitrogenous  urinary  constituents 2-5 

Solids  in  the  excrements  30-50 

These  total  excreta  are  approximately  divided  among  the  various 
excretions  in  the  following  way — but  still  it  must  not  be  forgottea  that  this 
division  may  vary  to  a  great  extent  under  various  external  circumstances: 
by  KESPiEATioir  about  33^,  by  the  evapoeation"  fkom  the  skin  17^,  with 
the  URINE  46-47^,  and  with  the  excrements  5-9^.  The  elimination  by 
the  skin  and  lungs,  which  is  sometimes  differentiated  by  the  name  "  pees- 
piEATio  iNSENSiBiLis  "  from  the  visible  elimination  by  the  kidneys  and 
intestine,  is  on  an  average  about  50^  of  the  total  elimination.  This  propor- 
tion, quoted  only  relatively,  is  subject  to  considerable  variation,  because  of 
the  great  difference  in  the  loss  of  water  through  the  skin  and  kidneys  under 
different  circumstances. 

The  nitrogenous  constituents  of  the  excretions  consist  chiefly  of  urea, 
or  uric  acid  in  certain  animals,  and  the  other  nitrogeneous  urinary  con- 
stituents. A  disproportionately  large  part  of  the  nitrogen  leaves  the  body 
with  the  urine,  and,  as  the  nitrogeneous  constituents  of  this  excretion  are 
final  products  of  the  metabolism  of  proteids  in  the  organism,  the  quantity 
of  proteids  catabolized  in  the  body  may  be  easily  calculated  by  multiplying 
the  quantity  of  nitrogen  in  the  urine  by  the  coeflBcient  6.35  (^j-"-  =  6.35), 
if  we  admit  that  the  proteids  contain  in  round  number  16^  nitrogen. 

Still  another  question  is  whether  the  nitrogen  leaves  the  body  only  with 
the  urine  or  by  other  channels.  This  last  is  habitually  the  case.  The  dis- 
charges from  the  intestine  always  contain  some  nitrogen  which  has  a  twofold 
origin.  A  part  of  this  nitrogen  depends  npon  undigested  or  non-absorbed 
remnants  of  food,  and  another  part  on  the  non-absorbed  remains  of  diges- 
tive secretions — bile,  pancreatic  juice,  intestinal  mucus — and  of  epithelium- 
cells  of  the  mucous  membrane.  It  follows  that  a  part  of  the  nitrogen  of 
fgeces  has  this  last-mentioned  origin  from  the  fact  that  discharges  from" the 
intestine  occur  also  in  complete  inanition. 

It  is  obvious  that  exact  results  which  answer  for  all  times  cannot  be 
given  for  that  part  of  the  nitrogen  which  has  its  origin  in  the  digestive 
canal  and  fluids.  It  may  not  only  vary  in  different  individuals,  but  also  iu 
the  same  individual  after  more  or  less  active  secretion  and  absorption.  In 
the  attempts  made  to  determine  this  part  of  the  nitrogen  of  the  excrements 
it  has  been  found  that  in  man,  on  non-nitrogenous  or  nearly  nitrogen-free 
food,  it  amounts  in  round  numbers  to  somewhat  less  than  1  grm.  per  34 
hours  (EiEDEE,  Kubnee).     Even  with  such  food  the  absolute  quantity  of 
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nitrogen  eliminated  by  the  faeces  increases  with  the  quantity  of  food  because 
of  the  accelerated  digestion  (Tsuboi'),  and  is  greater  than  in  starvation. 
MuLLEK^  found  in  his  observations  on  the  faster  Cetti  that  only  0.2  grm. 
nitrogen  was  derived  from  the  intestinal  canal. 

The  quantity  of  nitrogen  which  leaves  the  body  under  normal  circum- 
stances by  means  of  the  hair  and  nails,  with  the  scaling  ofE  of  the  skin,  and 
with  the  perspiration  cannot  be  accurately  determined.  Only  in  profuse 
sweating  need  the  elimination  by  this  channel  be  taken  into  consideration. 

The  view  was  formerly  held  that  in  man  and  carnivora  an  elimination 
of  gaseous  nitrogen  took  place  through  the  skin  and  lungs,  and  because  of 
this,  on  comparing  the  nitrogen  of  the  food  with  that  of  the  urine  and 
faeces,  a  nitrogen  deficit  occurred  in  the  visible  elimination. 

This  question  has  been  the  subject  of  much  discussion  and  of  numerous 
investigations.'  These  investigations  have  shown  that  the  above  assumption 
is  unfounded,  and  moreover  several  investigators,  especially  Pettenkofeb 
and  VoiT,  and  Gruber,*  have  shown  by  experiments  on  man  and  animals 
that  with  the  proper  quantity  and  quality  of  food  we  can  bring  the  body  into 
nitrogenous  equilihrium,  in  which  the  quantity  of  nitrogen  voided  with  the 
urine  and  faeces  is  equal  or  nearly  equal  to  the  quantity  contained  in  the 
food.  Undoubtedly  we  must  admit  with  VoiT  that  a  deficit  of  nitrogen 
does  not  exist;  or  it  is  so  insignificant  that  in  experiments  upon  metabolism 
it  need  not  be  considered.  Ordinarily,  in  investigations  on  the  catabolism 
of  proteids  in  the  body,  it  is  only  necessary  to  consider  the  nitrogen  of  the 
urine  and  faces,  bat  it  must  be  remarked  that  the  nitrogen  of  the  urine  is 
a  measure  of  the  extent  of  the  catabolism  of  the  proteids  in  the  body, 
while  the  nitrogen  of  the  faces  (after  deducting  aboat  1  grm.  on  mixed 
diet)  is  a  measure  of  the  non-absorbed  part  of  the  nitrogen  of  the  food. 
The  nitrogen  of  the  food,  as  well  as  of  the  excreta,  is  generally  determined 
by  Kjeldahl's  method. 

In  the  oxidation  of  the  proteids  in  the  organism  their  sulphur  is  oxidized 
into  sulphuric  acid,  and  on  this  depends  the  fact  that  the  elimination  of 
sulphuric  acid  by  the  urine,  which  in  man  is  only  to  a  small  extent  derived 
from  the  sulphates  of  the  food,  makes  nearly  equal  variations  as  the  elimi- 
nation of  nitrogen  by  the  urine.  If  we  consider  the  amount  of  nitrogen 
and  sulphur  in  the  proteids  as  16^  and  1^  respectively,  then  the  proportion 

>  Rieder,  Zeitschr.  f.  Biologic,  Bd.  20 ;  Rubner,  ibid.,  Bd.  15  ;  Tsuboi,  ibid.,  Bd.  35. 
»  Berlin,  klin.  "Wocbenschr.,  1887. 

•  See  Regnault  and  Reiset,  Annal.  d.  cbim.  et  pbys.  (3),  Tome  26,  and  Annal.  d. 
Chem.  u.  Pharm.,  Bd.  73;  Seegen  and  Nowak,  Wien.  Sitzungsber.,  Bd.  71,  and  Pflilger's 
Arch.,  Bd.  25 ;  Pettenkofer  and  Volt,  Zeitschr.  f .  Biologie,  Bd.  16  ;  Leo,  Pflilger's 
Arch.,  Bd.  26. 

*  Pettenkofer  and  Voit  in  Hermann's  Handbuch,  Bd.  6,  Thl.  1 ;  Qrttber,  Zeitschr.  f. 
Biologie,  Bdd.  16  and  19. 
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between  the  nitrogen  of  the  proteids  and  the  salphciric  acid,  H,SOj,  pro- 
duced by  their  combustion  is  in  the  ratio  5.2  :  1,  or  about  the  same  as  in 
the  urine  (see  page  469).  The  determination  of  the  quantity  of  sulphuric 
acid  eliminated  with  the  urine  gives  us  aa  important  means  of  controlling 
the  extent  of  the  transformation  of  proteids,  and  such  a  control  is  especially 
important  in  cases  in  which  we  wish  to  study  the  action  of  certain  nitrog- 
enous non-albuminous  bodies  on  the  metabolism  of  proteids.  A  determi- 
nation of  the  nitrogen  alone  is  not  sufficient  in  such  cases. 

The  psendonucleins,  as  well  as  the  true  nucleins,  may  be  absorbed  from 
the  intestinal  tract  and  then  assimilated  (Gumlich,  Sandmeybe,  Marcuse, 
EoHMAKN,  and  Steinitz  ').  On  the  other  hand,  the  phosphorized  protein 
substances,  lecithins  and  protagons,  are  also  decomposed  within  the  body, 
and  their  phosphorus  is  chiefly  eliminated  as  phosphoric  acid  and  also  in 
part  as  organically  combined  phosphorus  (see  Chapter  XV,  page  463).  For 
these  reasons  the  phosphorus  is  of  great  importance  in  certain  investigations 
on  metabolism.' 

If  it  is  found,  on  comparing  the  nitrogen  of  the  food  with  that  of  the 
urine  and  fseces,  that  there  is  an  excess  of  the  first,  this  means  that  the 
body  has  increased  its  stock  of  nitrogenous  substances — proteids.  If,  on 
the  contrary,  the  urine  and  faeces  contain  more  nitrogen  than  the  food  taken 
at  the  same  time,  this  denotes  that  the  body  is  giving  up  part  of  its 
nitrogen — 'that  is,  a  part  of  its,  own  proteids  has  been  decomposed.  "We 
can,  from  the  quantity  of  nitrogen,  as  above  stated,  calculate  the  corre- 
sponding quantity  of  proteids  by  multiplying  by  6.25.  Usually,  according 
to  Voit's  proposition,  the  nitrogen  of  the  urine  is  not  calculated  as  decom- 
posed proteids,  but  as  .decomposed  mnscle-snbstance  or  flesh.  Lean  meat 
contains  on  an  average  about  3.4^  nitrogen;  hence  each  gramme  of  nitrogen 
of  the  urine  corresponds  in  round  numbers  to  about  30  grms.  flesh.  The 
assumption  that  lean  meat  contains  3.4^  nitrogen  is  arbitrary,  as  specially 
shown  by  Pflugbr,  and  the  relationship  of  N  :  C  in  the  proteids  of  dried 
meat,  which  is  of  great  importance  in  certain  experiments  on  metabolism, 
is  given  difEerently  by  various  experimenters,  namely,  1  :  3.23 — 1  :  3.68. 
Akgutinskt'  found  in  ox-flesh,  after  complete  removal  of  fat  and  subtrac- 
tion of  glycogen,  that  the  relationship  was  1  :  3.34. 

A  disproportionately  large  part  of  the  carbon  leaves  the  body  as  carbon 
dioxide,  which  escapes  chiefly  through  the  lungs  and  skin.  The  remainder 
of  the  carbon  is  eliminated  in  the  form  of  organic  combinations  by  the  urine 
and  faeces,  in  which  the  quantity  of  carbon  can  be  determined  by  elementary 

'  Steinitz,  Pfluger's  Arch.,  Bd.  72,  which  contains  the  work  of  the  other  authors 
«ite(i. 

'  In  regard  to  the  methods  in  this  connection  see  Steinitz,  1.  c;  Oertel,  Zeitschr;  f. 
physiol.  Chem.,  Bd.  36. 
,       =  Pfliiger,  Pfliiger's  Arch.,  Bd.  51,  S.  229  ;  Argutinsky,  md.,  Bd.  55.        .(.■..'■  '.j... 
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analysis.  For  most  purposes  it  is  safficient  to  calculate  the  quantity  of 
carbon  in  the  urine  from  the  quantity  of  nitrogen  according  to  the  relation- 
ship N  :  C  =  1  :  0.67  (Pflugee).  The  quantity  of  gaseous  carbon  dioxide 
eliminated  may  be  determined  by  means  of  Pettenkofeb's  respiration 
apparatus,  or  by  other  methods  as  described  in  the  preceding  chapter.  By 
multiplying  the  quantity  of  carbon  dioxide  found  by  0.373  we  obtain  the 
quantity  of  carbon  eliminated  as  CO,.  If  we  compare  the  total  quantity  of 
carbon  eliminated  in  various  ways  with  the  carbon  contained  in  the  food 
we  obtain  some  idea  as  to  the  transformation  of  the  carbon  compounds.  If 
the  quantity  of  carbon  in  the  food  is  greater  than  in  the  excreta,  then  the 
excess  is  deposited;  while  if  the  reverse  be  the  case  it  shows  a  corresponding 
loss  of  body  substance. 

The  nature  of  the  substances  here  deposited  or  lost,  whether  they  con- 
sist of  proteids,  fats,  or  carbohydrates,  is  learned  from  the  total  quantity  of 
nitrogen  of  the  excretions.  The  corresponding  quantity  of  proteids  may 
be  calculated  from  the  quantity  of  nitrogen,  and,  as  the  average  quantity 
of  carbon  in  the  proteids  is  known,  the  quantity  of  carbon  which  corre- 
sponds to  the  decomposed  proteids  may  be  easily  ascertained.  If  the 
quantity  of  carbon  thus  found  is  smaller  than  the  quantity  of  the  total 
carbon  in  the  excreta,  it  is  then  obvious  that  some  other  nitrogen-free  sub- 
stance has  been  consumed  besides  the  proteids.  If  the  quan^iity  of  carbon 
in  the  proteids  is  considered  in  round  numbers  as  53^,'  then  the  relation 
between  carbon  (53)  and  nitrogen  (16)  is  as  3.8  :  1.  If  we  multiply  the 
total  quantity  of  nitrogen  eliminated  by  3.3,  the  excess  of  carbon  in  the 
eliminations  over  the  product  found  represents  the  carbon  of  the  decom- 
posed non-nitrogenous  compounds.  For  instance,  in  the  case  of  a  person 
experimented  upon,  10  grms.  nitrogen  and  300  grms.  carbon  were  elimi- 
nated in  the  course  of  34  hours;  then  these  63.5  grms.  proteid  correspond 
to  33  grms.  carbon,  and  the  difference,  300  —  (3.3  X  10)  =  167,  represents 
the  quantity  of  carbon  in  the  decomposed  non-nitrogenous  compounds.  If 
we  start  from  the  simplest  case,  starvation,  where  the  body  lives  at  the 
expense  of  its  own  substance,  then,  since  the  quantity  of  carbohydrates  as 
compared  with  the  fats  of  the  body  is  extremely  small,  in  such  cases  in  order 
to  avoid  mistakes  the  assumption  must  be  made  that  the  person  experi- 
mented npon  has  used  only  fat  and  proteids.  As  animal  fat  contains  on  an 
average  76.5^  carbon,  the  quantity  of  transformed  fat  may  be  calculated  by 

multiplying  the  carbon  by  --rr  —  ^■^'     ^^  ^^  ^^^^  °^  ^^^  above  example 

the  person  experimented  upon  would  have  used  63.5  grms.  proteids  and 
167  X  1.3  ^  317  grms.  fat  of  his  own  body  in  the  course  of  the  24  hours. 
Starting  from  the  nitrogen  balance,  we  can  calculate  in  the  same  way 

'  This  figure  is  perhaps  a  little  too  high.      .•i-».-  ,  . 
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whether  an  excess  of  carbon  in  the  food  as  compared  with  the  quantity  of 
carbon  in  the  excreta  is  retained  by  the  body  as  proteids  or  fat  or  as  both. 
On  the  other  hand,  with  an  excess  of  carbon  in  the  excreta  we  can  caleulata 
how  much  of  the  loss  of  the  substance  of  the  body  is  due  to  a  consumption 
of  the  proteids  or  of  fat  or  of  both. 

The  quantity  of  water  and  mineral  bodies  voided  with  the  urine  and 
faBces  can  easily  be  determined.  The  quantity  of  water  eliminated  by  the 
skin  and  lungs  may  be  directly  determined  by  means  of  Pettenkofek's 
apparatus.  The  quantity  of  oxygen  taken  up  is  calculated  as  the  difference 
between  the  weight  of  the  individual  before  the  experiment  plus  all  the 
directly  determined  substances  ta,ken  in,  and  the  final  weight  of  the  indi- 
vidual plus  all  his  excreta. 

The  oxygen  may,  according  to  the  methods  given  in  the  preceding 
chapter,  be  directly  determined,  and  such  a  determination  with  the  simul- 
taneous estimation  of  the  carbon  dioxide  eliminated  is  of  great  importance 
in  the  study  of  metabolism. 

On  comparing  the  inspired  and  the  expired  air  we  learn,  on  measuring 
them  when  dry  and  at  the  same  temperature  and  pressure,  that  the  volume 
of  the  expired  air  is  less  than  that  of  the  inspired  air.  This  depends  upon 
the  fact  that  not  all  of  the  oxygen  appears  again  in  the  expired  air  as 
carbon  dioxide,  because  it  is  not  only  used  in  the  oxidation  of  carbon,  but 
also  in  part  in  the  formation  of  water,  sulphuric  acid,  and  other  bodies. 
The  volume  of  expired  carbon  dioxide  is  regularly  less  than  the  volnme  of 

CO 

the  inspired  oxygen,  and  the  relation  — =—%  which  is  called  the  respiratory 

quotient,  is  generally  less  than  1. 

The  magnitude  of  the  respiratory  quotient  is  dependent  upon  the  kind 
of  substances  destroyed  in  the  body.  In  the  combustion  of  pure  carbon 
one  volume  of  oxygen  yields  one  volume  of  carbon  dioxide,  and  the  quotient 
is  therefore  equal  to  1.  The  same  is  true  in  the  burning  of  carbohydrates, 
and  in  the  exclusive  decomposition  of  carbohydrates  in  the  animal  body  the 
respiratory  quotient  must  be  approximately  1.  In  exclusive  metabolism  of 
proteids  it  is  0.73,  and  with  the  decomposition  of  fat  it  is  0.7.  In  starva- 
tion, as  the  animal  draws  on  its  own  flesh  and  fat,  the  respiratory  quotient 
must  be  a  close  approach  to  the  latter  figure.  The  respiratory  quotient 
therefore  gives  important  data  on  the  quality  of  the  material  decom- 
posed in  the  body,  naturally  with  the  supposition  that  the  elimination 
of  carbon  dioxide,  independent  of  the  formation  of  carbon  dioxide,  is  not 
■  influenced  by  •  special  conditions,  such  as  alternation  of  the  respiratory 
mechanism. 

It  is  also  possible  in  systematized  experimentation  to  carry  on  the- 
metabolism  experiments  so  that  the  decomposable  material  of  the  body,  as 
shown  by  the  respiratory  quotient,  remains  qualitatively  the  same,  at  least 
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for  a  short  time.  In  such  experiments  it  has  been  shown,  especially  by 
ZuNTZ  and  his  pnpils,"  that  the  extent  of  oxygen  consamption  may  be  taken 
as  a  measure  for  the  action  of  different  influences  on  the  extent  of  meta- 
bolism. This  possibility  is  based  on  the  fact  proved  by  Pflugek  and  his. 
pupils,  and  by  Voit,°  that  the  consumption  of  oxygen  within  wide  limits  is 
independent  of  the  supply  of  oxygen,  and  is  exclusively  dependent  upon 
the  oxygen  demand  of  the  tissues.  For  certain  reasons  the  consumption  of 
oxygen  gives  indeed  a  better  conclusion  than  the  elimination  of  carbon 
dioxide  as  to  the  extent  of  exchange  of  material  and  energy;  but  as  the 
same  quantity  of  oxygen  (100  grms.)  consumes  different  quantities  of  fat,, 
carbohydrates,  and  proteids  in  the  body — namely,  35,  84.4,  and  74.4  grms. 
respectively — the  respiratory  quotient  must  also  be  determined,  in  order  to 
ascertain  the  nature  of  the  substance  burnt  in  the  body,  simultaneously  with 
the  determination  of  the  carbon  dioxide. 

As  the  different  foods  require  different  amounts  of  oxygen  in  the  combustion  of 
each  gram  of  substance  and  yield  different  amounts  of  COa ,  each  gram  of  oxygen 
taken  up  and  each  gram  of  carbon  in  the  expired  air  as  carbon  dioxide  must  correspond 
to  different  heat-values     This  follows  from  the  following  table: 

Calories  Calories 

per  grm.  C  Relative  per  grm.  Relative 

in  the  COj  of  Value.  Consumed  Value, 

the  Expired  Air.  Oxygen. 

In  the  combustion  of  cane-sugar 9.5  100            3.56  118.6 

"    "            "           "meat 10.3  107           3,00  lOO.a 

"    "            "           "fat 12.3  129           8.27  109.0 

The  figures  for  the  oxygen  differ,  as  above  seen,  less  than  those  for  the  caibon,  and 
this  is  the  reason  why,  as  above  slated,  the  oxygen  consumption  gives  a  much  more 
correct  conclusion  as  to  the  exchange  of  force  than  the  elimination  of  carbon  dioxide.' 

Kaufmann  *  encloses  the  individual  to  be  experimented  upon  in  a  capa- 
cious tin  box,  which  serves  both  as  a  respiration-chamber  and  a  calorimeter, 
and  which  permits  of  the  estimation  of  the  nitrogen  of  the  urine  and  the  car- 
bon dioxide  expired,  as  well  as  the  inspired  oxygen  and  the  quantity  of  heat 
produced.  If  we  start  from  the  theoretically  calculated  formulas  for  the 
various  possible  transformations  of  the  proteids,  fats,  and  carbohydrates  in 
the  body,  it  is  clear  that  other  values  must  be  obtained  for  the  lieat,  carbon 
dioxide,  oxygen,  and  nitrogen  of  the  urine,  when  we,  for  example,  admit  of 
a  complete  combustion  of  proteids  to  urea,  carbon  dioxide,  and  water,  or 
when  we  admit  of  a  partial  splitting  off  of  fat.  Another  relationship 
between  heat,  carbon  dioxide,  and  oxygen  is  also  to  be  expected  when  the 
fat  is  completely  burnt  or  when  it  is  decomposed  into  sugar,  carbon  dioxide, 
and  water.  In  this  way,  by  a  comparison  of  the  values  found  in  special 
cases  with  the  figures  calculated  for  the  various  transformations,  Kaufmann 

'  See  foot-note  4,  page  544. 

'Pflttger,  Pflttger's  Arch.,  Bdd.  6,  10,  u.  14;  Finkler,  ibid.,  Bd.  10;  Finkler  and 
Oertmann,  ibid.,  Bd.  14  ;  Voit,  Zeitschr.  f.  Biologie,  Bdd.  11  and  14. 

•  See  Ad.  Magnus-Levy,  PtlUger's  Arch.,  Bd.  55,  B.  7. 

*  Arch.  d.  Physiologie  (5),  Tome  8. 
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attempts  to  explain  the  various  decomposition  processes  in  the  body  under 
different  nutritive  conditions. 

I.  Potential  Energy  and  the  Relative  Nutritive  Value 
of  Various  Organic  Foodstuffs. 

With  the  organic  foods  the  organism  receives  a  supply  of  potential 
«nergy  which  is  converted  into  living  force  in  the  body.  This  potential 
energy  of  the  various  foods  may  be  represented  by  the  amount  of  heat 
which  is  set  free  in  their  combustion.  This  quantity  of  heat  is  expressed 
as  calories,  and  a  small  calorie  is  the  quantity  of  heat  necessary  to  warm 
1  grm.  water  from  0°  to  1°  C.  A  large  calorie  is  the  quantity  of  heat 
necessary  to  warm  1  kilo  water  1°  C.  Here  and  in  the  following  pages  large 
calories  are  to  be  understood.  We  have  numerous  investigations  by  differ- 
ent experimenters,  such  as  Fkaitkland,  Dan^ilewski,  Eubkek,  Beethe- 
lOT,  Stohmann',  and  others,  on  the  calorific  value  of  different  foods.  The 
following  results,  which  represent  the  calorific  value  of  a  few  nutritive 
bodies  on  complete  combustion  outside  of  the  body  to  the  highest  oxidation 
products,  are  taken  from  Stohmann's  '  latest  work. 

Calories. 

Casein 5.86 

OralbuDiin 5.74 

Conglutin 5.48 

Proteid  (average) 5.71 

Animal  tissue-fat 9.50 

Butter  fat 9.33 

Cane-sugar 3.96 

Lactose 8.95 

Dextrose 3.74 

Starch 4.19 

Fat  and  carbohydrates  are  completely  burnt  in  the  body,  and  we  can 
therefore  consider  their  combustion  equivalent  as  a  measure  of  the  living 
force  developed  by  them  within  the  organism.  We  generally  designate  9.3 
and  4.1  calories  for  each  grm.  of  substance  as  the  average  for  the  physio- 
logical calorific  valtte  of  fats  and  carbohydrates  respectively. 

The  proteids  act  differently  from  the  fats  and  carbohydrates.  They  are 
only  incompletely  burnt,  and  they  yield  certain  decomposition  products, 
which,  leaving  the  body  with  the  excreta,  still  represent  a  certain  quantity 
of  potential  energy  which  is  lost  to  the  body.  The  heat  of  combustion  of 
the  proteids  is  smaller  within  the  organism  than  outside  of  it,  and  they 
must  therefore  be  specially  determined.  For  this  purpose  Eubner"  fed  a 
dog  on  washed  meat,  and  he  subtracted  from  the  heat  of  combustion  of  the 
food  the  heat  of  combnstion  of  the  urine  and  faces,  which  corresponded  to 

I  See  Rubner,  Zeitschr.  f.  Biologie,  Bd.  31,  which  also  cites  the  works  of  Frankland 
and  Danilewski;  see  also  Berthelot,  Compt.  rend.,  Tomes  103,  104,  and  110;  Stohmann, 
Zeitschr.  f.  Biologie,  Bd.  31. 

'  Zeitschr.  f.  Biologie,  Bd.  31. 
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the  food  taken  pins  the  qaantity  of  heat  necessary  for  the  swelling  np  of 
the  proteids  and  the  solution  of  the  nrea.  Eitbnbr  has  also  tried  to  deter- 
mine the  heat  of  combustion  of  the  proteids  (muscle-proteids)  decomposed 
in  the  body  of  rabbits  in  starvation.  According  to  these  investigations,  the 
physiological  heat  of  combustion  in  calories  for  each  gramme  of  substance 
is  as  follows : 

1  grm,  of  the  Dry  Substance.  Calories. 

Proteids  from  meat 4.4 

Muscle 4.0 

Proteids  in  starvation 3.8 

Fat  (average  for  various  fats)  9.3 

Carbohydrates  (calculated  average) 4.1 

The  physiological  combustion  value  of  the  various  foods  belonging  to 
the  same  group  is  not  quite  the  same.  It  is,  for  instance,  3.97  calories  for 
a  vegetable  proteid,  conglntin,  and  4.42  calories  for  an  animal  proteid 
body,  syntonin.  According  to  Rubner  we  may  consider  the  normal  heat 
value  per  1  grm.  of  animal  proteid  as  4.23  calories,  and  of  vegetable  proteid 
as  3.96  calories.  When  a  person  on  a  mixed  diet  takes  about  60^  of  the 
proteids  from  animal  foods  and  about  40j^  from  vegetable  foods,  we  may 
consider  the  value  of  1  grm.  of  the  proteid  of  the  food  as  about  4.1  calories. 
The  physiological  value  of  each  of  the  three  chief  groups  of  organic  foods, 
by  their  decomposition  in  the  body,  is  in  round  numbers  as  f ollovtrs : 

Calories. 

1  grm.  proteid 4.1 

1     "     fat 9.3 

1     "     carbohydrate 4.1 

As  will  be  shown,  the  fats  and  carbohydrates  may  decrease  the  meta- 
bolism of  proteids  in  the  body,  while,  on  the  other  hand,  the  quantity  of 
proteids  in  the  body  or  in  the  food  acts  on  the  metabolism  of  fat  in  the 
body.  In  physiological  combustion  the  various  foods  may  replace  one 
another  to  a  certain  extent,  and  it  is  therefore  important  to  know  the 
ratio  of  replacement.  The  investigations  made  by  Rubkee  have  taught 
that  this,  if  it  relates  to  the  force  and  heat  production  in  the  animal 
tody,  is  a  proportion  that  corresponds  with  the  figures  of  the  heat  value 
of  the  same.  This  is  apparent  from  the  following  table.  In  this  we 
find  the  weight  of  the  various  foods  equal  to  100  grms.  fat,  a  part  deter- 
mined from  experiments  on  animals  and  a  part  calculated  from  figures  of 
the  heat  values. 

Table  I. 
100  grms.  fat  are  equal  to  or  isodynamic  with  : 

From  Experiments  Prom  the  Difference, 

on  Animals.  Heat  Value.  per  cent. 

Syntonin 235  213  +5.6 

Muscle-flesh  (dried) 243  235  +  4. 3 

Starch 233  229  +1.3 

Cane-sugar 234  235  -0 

Grape-sugar 256  255  —0 
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From  the  given  isodynamic  value  of  the  various  foods  it  follows  that 
these  substances  replace  one  another  in  the  body  almost  in  exact  ratio  ta 
the  potential  energy  contained  in  them.  Thus  in  round  numbers  237 
grms.  proteid  and  carbohydrate  are  equal  to  or  isodynamic  with  100  grms. 
fat  in  regard  to  source  of  energy,  because  each  yields  930  calories  on  com- 
bustion in  the  body. 

By  means  of  recent  very  important  calorimetric  investigations  Eubkee  ' 
has  shown  that  the  heat  produced  in  an  animal  in  several  series  of  ex- 
periments extending  over  45  days  corresponded  to  within  0.47^  of  the 
physiological  heat  of  combustion  calculated  from  the  decomposed  body  and 
foods. 

According  to  Chauvbatj  the  carbohydrates  and  the  fat,  in  woiking  animals,  do  not 
replace  one  another  according  to  the  isocalorlc  values  ;  but,  as  shown  by  Zuntz,'  the 
experiments  on  this  subject  are  not  suflSciently  conclusive. 

This  isodynamic  law  is  of  fundamental  value  in  the  study  of  metabolism 
and  nutrition.  By  this  law  it  is  possible  to  consider  the  processes  of  meta- 
bolism as  more  uniform.  The  quantity  of  energy  in  the  foods  may  be  used 
as  a  measure  for  the  total  consumption  of  energy,  and  the  knowledge  of  the 
quantity  of  energy  in  the  foods  must  also  be  the  basis  for  the  calculation  of 
dietaries  for  human  beings  under  various  conditions. 

II.  Metabolism  in  Starvation. 

In  starvation  the  decomposition  in  the  body  continues  nninterruptedly,. 
though  with  decreased  intensity;  but,  as  it  takes  place  at  the  expense  of 
the  substance  of  the  body,  it  can  only  continue  for  a  limited  time.  When 
an  animal  has  lost  a  certain  fraction  of  the  mass  of  the  body  death  is  the 
result.  This  fraction  varies  with  the  condition  of  the  body  at  the  beginning 
of  the  starvation  period.  Fat  animals  succumb  when  the  weight  of  the 
body  has  sunk  to  one  half  of  the  original  weight.  Otherwise,  according  to 
Chossat,'  animals  die  as  a  rnle  when  the  weight  of  the  body  has  sunk  to 
two  iifths  of  the  original  weight.  The  period  when  death  occurs  from 
starvation  not  only  varies  with  the  varied  nutritive  condition  at  the  begin- 
ning of  starvation,  but  also  with  the  more  or  less  active  exchange  of 
material.  This  is  more  active  in  small  and  young  animals  than  in  large 
and  older  ones,  but  different  classes  of  animals  show  an  unequal  activity. 
Children  succumb  in  starvation  in  3-5  days  after  having  lost  one  fourth  of 
their  bodily  mass.  Grown  persons,  as  observed  on  .Succi,*  may  starve  for 
30  days  without  lasting  injury ;  and  we  have  reports  of  cases  of  starvation 

'  Zeitschr.  f.  Biologie,  Bd.  30. 

'  Chauveau,  Compt.  rend..  Tome  135  ;  Zuntz,  Du  Bois-Reymond's  Arch.,  1898. 

»  Cited  from  Voit  In  Hermann's  Handbuch,  Bd.  6,  Thl.  1,  S.  100. 

■*  See  Luciani,  Das  Hungern.     Hamburg  u.  Leipzig,  1890. 


METABOLISM  IN  STARVATION.  557 

extending  over  a  period  of  even  more  than  50  days.  Dogs  can  live  withoufc 
food  from  4-8  weeks,  birds  5-20  days,  snakes  more  than  half  a  year,  and 
frogs  more  than  a  year. 

In  starvation  the  weight  of  the  body  decreases.  The  loss  of  weight  is 
greatest  in  the  first  few  days,  and  then  decreases  rather  uniformly.  In 
small  animals  the  absolute  loss  of  weight  per  day  is  naturally  less  than 
in  larger  animals.  The  relative  loss  of  weight — that  is,  the  loss  of  weight 
of  the  unit  of  the  weight  of  the  body,  namely,  1  kilo — is,  on  the  contrary, 
greater  in  small  animals  than  in  larger  ones.  The  reason  for  this  is  that 
the  smaller  animals  have  a  greater  surface  of  body  in  proportion  to  their 
mass  than  larger  animals,  and  the  greater  loss  of  heat  caused  thereby  must 
be  replaced  by  a  more  active  consumption  of  material. 

It  follows  from  the  decrease  in  the  weight  of  the  body  that  the  absolute 
extent  of  metabolism  must  diminish  in  starvation.  If,  on  the  contrary,  we 
refer  the  extent  of  the  metabolism  to  the  unit  of  the  weight  of  the  body, 
namely,  1  kilo,  we  find  that  this  quantity  remains  nearly  unchanged  during 
starvation.  The  investigations  of  Zuntz,  LEHM:ANi!f,  and  others  '  on  Cetti 
showed  on  the  3d  to  6th  day  of  starvation  an  average  consumption  of  4.65 
c.c.  oxygen  per  kilo  in  one  minute,  and  on  the  9th  to  11th  day  an  average  of 
4.73  c.c.  The  calories,  as  a  measure  of  the  metabolism,  fell  on  the  1st  to  5th 
day  of  starvation  from  1850  to  1600  calories,  or  from  32.4  to  30  per  kilo,  and 
he  remained  nearly  unchanged,  if  we  refer  to  the  unit  of  bodily  weight.' 

As  the  metabolism  in  starvation  takes  place  at  the  expense  of  the  con- 
stituents of  the  body,  it  must  take  place  in  essentially  the  same  way  in  both 
carnivora  and  herbivora.  As  the  food  of  the  herbivora  is  ordinarily  richer 
in  carbohydrates  and  non-nitrogenous  nutritive  bodies  than  that  of  the 
•carnivora,  so  in  starvation  the  body  of  the  herbivora  becomes  relatively 
richer  in  proteids.  On  this  account  the  elimination  of  nitrogen  is  increased 
in  herbivora  in  the  first  part  of  the  period  of  starvation.  In  carnivora  the 
elimination  of  nitrogen  decreases,  as  a  rule,  immediately  at  the  beginning 
of  the  starvation  period,  and  in  the  later  stages  only  small  quantities  of 
nitrogen  are  voided  by  herbivora  as  well  as  by  carnivora. 

This  increase  may  be  explained  (Prausnitz,  Tiqbbstedt  ')  as  follows  :  At  the  com- 
mencement of  starvation  the  proteid  metabolism  is  reduced  by  the  glycogen  still 
present  in  the  body.  After  the  consumption  of  the  glycogen,  which  takes  place  in  great 
part  during  the  first  days  of  starvation,  the  destruction  of  proteids  increases  as  the  gly- 
cogen action  decreases,  and  then  decreases  again  when  the  body  has  become  poorer  in 
available  proteids. 

The  extent  of  the  metabolism  of  proteids,  or  the  elimination  of  nitrogen 

by  the  urine,  which  is  a  measure  of  the  same,  does  not  show  in  carnivora 

any  uniform  decrease  during  the  entire  period  of  starvation.     During  the' 

_^ 5 

>  Berlin,  kiln.  Wochenschr. ,  1887. 

'  See  also  Tigerstedt  and  collaborators  in  Skand.  Arch.  f.  Physiol.,  Bd.  7. 

•  Prausnitz,  Zeltschr.  f.  Biologie,  Bd.  29  ;  Tigerstedt  and  collaborators,  1.  c. 
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first  few  days  the  elimination  of  nitrogen  is  greatest,  and  the  quantity  of 
the  same  depends  essentially  upon  the  amount  of  proteids  in  the  organism, 
and  the  natare  of  the  food  previoasly  taken.  The  richer  the  body  is  in 
proteids  from  the  food  previously  taken  the  greater  is  the  metabolism  of 
proteids,  or,  in  other  words,  the  elimination  of  nitrogen  is  greater  during 
the  first  days  of  starvation.  The  rapidity  with  which  the  elimination  of 
nitrogen  decreases  in  the  first  days  depends  also,  according  to  Voit,  upon 
the  proteid  condition  of  the  body.  It  decreases  more  quickly — that  is,  the 
curve  of  the  decrease  is  more  sudden — the  first  days  of  starvation,  as  a  rule^ 
the  richer  in  proteids  the  food  was  which  was  taken  before  starvation. 
This  condition  is  apparent  from  the  following  table  of  data  of  three 
different  starvation  experiments  made  by  Voit  '  on  the  same  dog.  This 
dog  received  3500  grms.  meat  daily  before  the  first  series  of  experiments, 
1500  grms.  meat  daily  before  the  second  series,  and  a  mixed  diet  relatively 
poor  in  nitrogen  before  the  third  series. 

Table  II. 

now  r^r  afQf.To»;nr.  Grammes  of  Urea  Eliminated  in  Twenty-four  Hours, 

uay  or  btarvation.  g^^.  j  Ser.  II.  Ser.  m. 

1st 60.1  26.5  13.8 

ad 24.9  18.6  •     11.5 

3d 19.1  15.7  10.3 

4th 17.3  14.9  12.3 

5th... 13.3  14.8  13.1 

6th 13.3  13.8  12.6 

7th 13.5  13.9  11.3 

8th 10.1  13.1  10.7 

Other  conditions,  sach  as  varying  quantities  of  fat  in  the  body,  have  an 
influence  on  the  rapidity  with  which  the  nitrogen  is  eliminated  daring  the 
first  days  of  starvation.  After  the  first  few  days  the  elimination  of 
nitrogen,  as  is  seen  in  the  above  table,  is  more  uniform,  and  as  the  starva- 
tion proceeds  it  decreases  as  a  rule  very  slowly  and  uniformly.  Oases  also 
occur  in  which  the  elimination  of  nitrogen  becomes  constant  in  these  stages, 
and  towards  the  end,  indeed,  the  elimination  of  nitrogen  increases.  This 
so-called  ante-mortem  increase  always  occurs  as  soon  as  the  adipose  tissue  in 
the  body  has  sunk  to  a  certain  point,  and  it  also  depends  on  the  fact  that, 
as  soon  as  the  fat  is  consumed  a  corresponding  increase  in  the  decomposition, 
of  proteids  is  necessary  for  the  generation  of  heat  as  well  as  of  other  forms, 
of  living  force. 

Besides  the  proteids,  the  fat  occurring  in  the  body  is  also  decomposed 
in  starvation.  Since  fat  has  a  diminishing  influence  on  the  destruction  of 
proteids  (see  further  on),  the  elimination  of  nitrogen  in  starvation  is  less  in 
fat  than  in  lean  individuals.  For  instance,  only  9  grms.  of  urea  were 
voided  in  24  hours  during  the  later  stages  of  starvation  by  a  well-nourished 
and  fat  person  suffering  from  disease  of  the  brain,  while  I.  Munk  found 

'  Physiol,  des  StofEwechsels,  etc.,  in  Hermann's  Handbuch,  Bd.  6,  Thl.  1,  8.  89. 
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that  20-39  grms.  urea  were  voided  daily  by  Cetti,"  who  had  been  poorly 
nourished. 

Like  the  destruction  of  proteids  during  starvation,  the  decomposition. 
of  fat  proceeds  uninterruptedly,  but  does  not  show  so  great  and  rapid  a 
decrease  in  the  first  days  of  starvation  as  the  proteids.  Pettenkofek  and 
VoiT  found,  for  instance,  in  a  starving  dog  the  following  losses  of  proteids 
and  fat  from  the  body  on  different  days  of  starvation: 

Table  III. 

Dav.  „    J'"^  °^  Loss  of 

'  Flesh.       Calories."  Fat.  Calories. 

3d 341  297.3  86  799.8 

5th 167  145.6  103  957.9 

8th 188  130.1  99  930.7 

The  consumption  of  fat  on  the  second  day,  when  the  decomposition  of 
proteids  was  considerable,  was  in  fact  less  than  in  the  following  days.  The 
reason  for  this  was  that  the  animal  had  previously  been  fed  with  abundant 
quantities  of  meat  (2500  grms.).  If  the  exchange  is  expressed  as  calories 
we  find  for  the  fifth  and  eighth  days  of  starvation  that  13.2^  and  11.5^ 
respectively  of  the  total  calories  were  covered  by  the  decomposition  of  pro- 
teids, and  86.8$^  and  88.5$^  by  the  decomposition  of  fat.  Other  observations 
on  animals  as  well  as  man  have  led  to  a  similar  result,  and  we  can  assume 
that  in  starvation  ordinarily  the  greatest  part  of  the  expenditure  is  replaced 
by  the  decomposition  of  fat,  and  only  a  small  part  by  the  decomposition  of 
proteids. 

The  investigations  on  the  exchange  of  gas  in  starvation  have  shown,  as 
previously  mentioned,  that  the  absolute  extent  of  the  same  is  diminished,, 
but  that  when  the  consumption  of  oxygen  and  elimination  of  carbon 
dioxide  is  calculated  on  the  unit  of  weight  of  the  body,  1  kilo,  this  quantity 
quickly  sinks  to  a  minimum  and  then  remains  unchanged,  or,  on  the  con- 
tinuation of  the  starvation,  may  actually  rise.  It  is  a  generally  known  fact 
that  the  body  temperature  of  starving  animals  remains  nearly  constant, 
without  showing  any  appreciable  decrease,  during  the  greater  part  of  the 
starvation  period.  The  temperature  of  the  animal  first  sinks  a  few  days 
before  death,  and  death  occurs  at  about  33-30°  C. 

From  what  has  been  said  about  the  respiratory  quotient  it  follows  that  in 
starvation  it  is  about  the  same  as  with  fat  and  meat  exclusively  as  food,  i.e. , 
approximately  0.7.  This  is  often  the  case,  but  it  may  occasionally  be  lower, 
0.65-0.50,  as  observed  in  the  cases  of  Cetti  and  Succi.     As  explanation 

>  L.  c. 

'  The  calories  of  the  decomposed  proteids  were  calculated  by  the  author,  assuming, 
that  the  flesh  contains  3.4^  nitrogen  as  proteids. 
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for  this  unexpected  behavior  we  admit  of  a  storage  of  incompletely  oxidized 
substances  in  the  body  during  starvation. 

Water  passes  uninterruptedly  from  the  body  in  starvation  even  when 
none  is  taken.  If  the  quantity  of  water  in  the  tissues  rich  in  proteids  is 
considered  as  70-80^,  and  the  quantity  of  proteids  in  the  same  20^,  then 
for  each  gramme  of  destroyed  proteids  about  4  grammes  of  water  is  set  free. 

The  loss  of  water  calculated  on  the  percentage  of  the  total  organism  must  naturally 
be  essentially  dependent  upon  the  previous  amount  of  fatty  tissue  in  the  body.  If  we 
bear  these  conditions  in  mind,  then  it  seems,  according  to  BOhtlingk,'  that,  from  ex- 
periments upon  white  mice,  the  animal  body  is  poorer  in  water  during  inanition.  The 
body  loses  more  water  than  is  set  free  by  the  destruction  of  the  tissues. 

The  mineral  substances  leave  the  body  uninterruptedly  in  starvation 
until  death,  and  the  influence  of  the  destruction  of  tissues  is  plainly  per- 
ceptible by  their  elimination.  Because  of  the  destruction  of  tissues  rich  in 
potassium  the  proportion  between  potassium  and  sodium  in  the  urine 
changes  in  starvation,  so  that,  contrary  to  the  normal  conditions,  the 
potassium  is  eliminated  in  proportionately  greater  quantities.  Munk  also 
observed  in  Cetti's^  case  a  relative  increase  in  the  phosphoric  acid  and 
calcium  in  the  urine  during  starvation,  which  was  due  to  an  increased 
exchange  of  bone-substance. 

Contrary  to  the  above,  Bohtlistgk  found  in  white  mice  during  starva- 
tion a  greater  eliminatioa  of  sodium  than  potassium.  Of  the  original 
■quantity  43.46^  of  the  Na^O  and  8.4=1^  of  the  K,0  was  used.  Katsuyama  ' 
found  in  rabbits,  as  Bohtlingk  did  in  white  mice,  &■  different  relationship 
between  potassium  and  sodium  in  the  urine  from  that  observed  by  MuNK 
in  starving  human  beings.  The  relationship  of  these  two  bases  in  the  urine 
•changes  in  the  first  3-8  days,  and  in  two  out  of  three  experiments  also  in 
the  following  days,  as  compared  with  the  first  two  days  of  starvation,  in 
:favor  of  the  soda  elimination. 

The  question  as  to  the  participation  of  the  different  organs  in  the  loss 
of  weight  of  the  body  during  starvation  is  of  special  interest.  In  elucida- 
tion of  the  matter  we  have  given  on  the  next  page  the  results  of  Chossat's  ' 
experiments  on  pigeons,  and  those  of  VoiT*  on  a  male  cat.  The  results  are 
percentages  of  weight  lost  from  the  original  weight  of  the  organ. 

Sedlmaik  '  has  studied  the  diminution  in  the  organs,  but  especially  in 
the  bones  of  cats,  in  starvation.  He  found  in  a  cat  which  had  starved  36  days 
a  loss  of  about  1^  in  the  bone-substance.  The  bones  in  starvation  become 
somewhat  richer  in  water,  and  the  amount  of  dry  substance  also  diminishes, 
taken  absolutely.     The  loss  in  dry  substance  consisted  in  greatest  part, 

'  Arch.  d.  scienc.  biol.  de  St.  Petersbourg,  Tome  5. , 

'  perlin,  klin.  Wochenschr.,  1887. 

»  Zeitschr.  f.  physiol.  Chem.,  Bd.  26. 

■•  Cited  from  Voit  in  Hermann's  Handbuch,  Bd.  6,  Thl.  1,  8.  96  and  97. 

5  Zeitschr.  f.  Biologic,  Bd.  37. 
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Table  IV. 

Pigeon  (Chossat).  Male  Cat  (VoiT). 

Adipose  tissue 93  per  cent.  97  per  cent. 

Spleen 71       "  67 

Pancreas 64      "  17 

Liver 52      "  54 

Heart 45      "  3 

Intestine 42      "  18 

Muscles 42      "  31 

Testicles *—  40 

Skin 38      "  31 

Kidneys 32      "            .  26 

Lungs 22      "  18 

Bones 17       "  14 

Nervous  system 2      "  3 

In  fact  f-|  of  fat;  bnt  the  other  constittients  also  take  part  therein,  ossein 
with  ^"j— ij-  and  the  bone-earths  with  ^^   \. 

The  total  quantity  of  blood,  as  well  as  the  quantity  of  solids  contained 
therein,  decreases,  as  Panum'  has  shown,  in  the  same  proportion  as  the 
weight  of  the  body.  The  statements  in  regard  to  the  loss  of  water  by 
different  organs  are  somewhat  contradictory;  according  to  Lukjanow"  it 
seems  that  the  various  organs  act  somewhat  differently  in  this  respect. 

The  above-tabulated  results  cannot  serve  as  a  measure  of  the  metabolism 
in  the  various  organs  daring  starvation.  For  instance,  the  nervous  system 
shows  only  a  small  loss  of  weight  as  compared  with  the  other  organs,  but 
from  this  it  must  not  be  concluded  that  the  exchange  of  material  in  this 
system  of  organs  is  least  active.  The  condition  may  be  quite  different;  for 
one  organ  may  derive  its  nutriment  during  starvation  from  some  other 
organ  and  exist  at  its  expense.  A  positive  conclusion  cannot  be  drawn  in 
regard  to  the  activity  of  the  metabolism  in  an  organ  from  the  loss  of  weight 
of  that  organ  in  starvation. 

The  knowledge  of  metabolism  during  starvation  is  of  the  greatest  im- 
portance in  the  study  of  nutrition,  and  it  forms  to  a  certain  extent  the 
starting-point  for  the  study  of  metabolism  under  different  physiological  and 
pathological  conditions.  To  answer  the  question  whether  the  metabolism 
of  a  person  in  a  special  case  is  abnormally  increased  or  diminished  it  is 
naturally  very  important  to  know  the  average  extent  of  metabolism  of  a 
healthy  person  under  the  same  circumstances,  for  comparison.  This  quan- 
tity can  be  called  the  abstinent  value,  that  is,  the  extent  of  metabolism 
nsed  in  absolute  bodily  rest  and  inactivity  of  the  intestinal  tract.  As 
measure  of  this  quantity  we  determine,  according  to  Geppekt-Zuntz,  the 
extent  of  gaseous  exchange,  and  especially  the  consumption  of  oxygen,  of  a 
person  lying  down,  best  sleeping,  in  the  early  morning  and  at  least  13 
hours   after   a  light   meal   not   rich  in  carbohydrates.     The  gas   volume 

'  Panum,  Virchow's  Arch. ,  Bd.  29 ;  London,  Arch.  d.  scienc.  biol.  de  St.  Peters- 
bourg,  Tome  4. 

'  Zeitschr.  f.  physiol.  Chem.,  Bd.  13. 
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reduced  to  0°  C.  and  760  mm.  Hg  pressure  is  calculated  on  1  kilo  of  body 
"Weight  and  for  1  minute.  The  results  vary  between  3  and  4.5  for  thfr 
consumption  of  oxygen,  and  between  2.5  and  3.5  c.c.  for  the  carbon  dioxide. 
As  average  we  can  accept  3.81  c.c.  oxygen  and  3.08  c.c.  carbon  dioxide.' 

The  extent  of  proteid  destruction  cannot  be  determined  in  transient- 
experiments,  and  for  these  reasons  only  the  values  found  after  several  days- 
of  starvation  are  useful.  In  the  starvation  experiments  on  Cetti  and 
Succi  the  elimination  of  nitrogen  per  kilo  in  the  fifth  to  the  tenth  starva- 
tion day  was  0.150-0.203  grm.  N. 

III.  Metabolism  with  Inadequate  Nutrition. 

The  food  may  be  quantitatively  insufficient,  and  the  final  result  is- 
absolute  inanition.  The  food  may  also  be  qualitatively  insufficient  or,  as 
we  say,  inadequate.  This  occurs  when  any  of  the  necessary  nutritive  bodies- 
are  absent  in  the  food,  while  the  others  occur  in  sufficient  or  perhaps  even 
in  excessive  amounts. 

LacTc  of  Water  in  the  Food.  The  quantity  of  water  in  the  organism 
is  greatest  during  festal  life,  and  then  decreases  with  increasing  age. 
Naturally,  the  quantity  difEers  in  various  organs.  The  tissue  in  the  body 
being  poorest  in  water  is  the  enamel,  which  is  almost  free,  containing  only 
2  p.  m.  water,  the  teeth  about  100  p.  m.,  the  fatty  tissues  60-120  p.  m. 
The  bones,  with  140-440  p.  m.,  and  the  cartilage,  with  540-740  p.  m.,  are, 
somewhat  richer  in  water,  while  the  muscles,  blood,  and  glands,  with  750  to- 
more  than  800  p.  m.,  are  still  richer.  The  quantity  of  water  is  even  greater 
in  the  animal  fluids  (see  preceding  chapter),  and  the  adult  body  contains  in 
all  about  630  p.  m.  water."  If  we  bear  in  mind  that  two  thirds  of  th&. 
animal  organism  consists  of  water;  that  water  is  of  the  very  greatest  im- 
portance in  the  normal,  physical  composition  of  the  tissues;  moreover  that- 
all  flow  of  juices,  all  exchange  of  substance,  all  supply  of  nutrition,  all 
increase  or  destruction,  and  all  discharge  of  the  products  of  destruction,  are 
dependent  upon  the  presence  of  water;  and,  in  addition,  that  by  its  evapora- 
tion it  is  an  important  regulator  of  the  temperature  of  the  body,  we  perceive 
that  water  must  be  necessary  for  life.  If  the  loss  of  water  be  not  replaced 
by  fresh  supplies  sooner  or  later,  the  organism  succumbs. 

According  to  Laudaubr'  the  partial  abstraction  of  water  causes  an  increased 
metabolism,  the  purpose  of  which  is  to  replace  some  of  the  abstracted  water  by  water 
produced  to  a  great  extent  in  metabolism. 

Lach  of  Mineral  Substances  in  the  Food.     We  are  chiefly  indebted  to 
LiEBiG  for  showing  that  the  mineral  substances  are  just  as  necessary  for 

'  These  figures  are  taken  from  v.  Noorden's  Lehrbuch  der  Path,  des  Stoffwechsels,, 
8.  94. 

*  See  Voit  in  Hermann's  Handbuch,  Bd.  6,  Thl.  1,  S.  345. 
'  Maly's  Jahresber. ,  Bd.  34. 
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the  normal  composition  of  the  tissues  and  organs,  and  for  the  normal  course 
of  the  processes  of  life,  as  the  organic  constituents  of  the  body.  The  im- 
portance of  the  mineral  constituents  is  evident  from  the  fact  that  there  is 
no  animal  tissue  or  animal  fluid  which  does  not  contain  mineral  substance, 
and  also  from  the  fact  that  certain  tissues  or  elements  of  tissues,  contain 
regularly  certain  mineral  substances  and  not  others,  which  explains  the 
nnequal  division  of  the  potassium  and  sodium  compounds  in  the  tissues  and 
fluids.  With  the  exception  of  the  skeleton,  which  contains  about  220 
p.  m.  mineral  bodies  (Volkmann"),  the  animal  fluids  or  tissues  are  poor 
in  inorganic  constituents,  and  the -quantity  of  such  amounts,  as  a  rule,  only 
to  about  10  p.  m.  Of  the  total  quantity  of  mineral  substances  in  the 
organism,  the  greatest  part  occurs  in  the  skeleton,  830  p.  m.,  and  the  next 
greatest  in  the  muscles,  about  100  p.  m.  (Volkmank). 

The  mineral  bodies  seem  to  be  partly  dissolved  in  the  fluids  and  partly 
combined  with  organic  substances.  In  accordance  with  this  the  organism 
persistently  retains,  with  food  poor  in  salts,  a  part  of  the  mineral  sub- 
stances, also  such  as  are  soluble,  as  the  chlorides.  On  the  burning  of  the 
organic  substances  the  mineral  bodies  combined  therewith  are  set  free  and 
may  be  eliminated.  It  is  also  admitted  that  they  in  part  combine  with  the 
new  products  of  the  combustion,  and  in  part  with  organic  nutritive  bodies 
poor  in  salts  or  nearly  salt-free,  which  are  absorbed  from  the  intestinal 
canal  and  are  thus  retained  (Voit,  Forsteb  '). 

If  this  statement  be  correct,  it  is  possible  that  a  constant  supply  of 
mineral  substances  with  the  food  is  not  absolutely  necessary,  and  that  the 
amount  of  inorganic  bodies  which  must  be  administered  is  insignificant. 
The  question  whether  this  be  so  or  not  has  not,  especially  in  man,  been 
suflSciently  investigated;  but  generally  we  consider  the  need  of  mineral 
substances  by  man  as  very  small.  It  may,  however,  be  assumed  that  man 
usually  takes  with  his  food  a  considerable  excess  of  mineral  substances. 

Experiments  to  determine  the  action  of  an  insufficient  supply  of  mineral 
substances  with  the  food  in  animals  have  been  made  by  several  investigators, 
especially  Foesteb.  He  observed,  on  experimenting  with  dogs  and  pigeons, 
with  food  as  poor  as  possible  in  mineral  substances,  a  very  suggestive  dis- 
turbance of  the  functions  of  the  organs,  particularly  the  muscles  and  the 
nervous  system,  and  death  resulted  in  a  short  time,  earlier  in  fact  than  ia 
■complete  starvation.  In  opposition  to  these  observations  Bunge  has  sug- 
gested that  the  early  death  in  these  cases  was  not  caused  by  the  lack  of 
mineral  salts,  but  more  likely  by  the  lack  of  bases  necessary  to  neutralize- 
the  sulphuric  acid  formed  in  the  combustion  of  the  proteids  in  the  organism, 

'  See  "Voit  in  Hermann's  Handbucb,  Bd.  6,  Thl.  1,  S.  353. 

«  Forster,  Zeitscbr.  f.  Biologie,  Bd.  9.     See  also  Voit  in  Hermann's  Handbuch,  Bd. 
6,  Tbl.  1,  S.  354. 
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which  must  then,  be  taken  from  the  tissues.  In  accordance  with  this  view, 
BuNGE  and  Lunin  '  also  found,  in  experimenting  with  mice,  that  animals 
which  received  nearly  ash-free  food  with  the  addition  of  sodium  carbonate 
were  kept  alive  twice  as  long  as  those  which  had  the  same  food  without 
the  sodium  carbonate.  Special  experiments  also  show  that  the  carbonate 
cannot  be  replaced  by  an  equivalent  amount  of  sodium  chloride,  and  that 
to  all  appearances  it  acts  by  combining  with  the  acids  formed  in  the  body. 
The  addition  of  alkali  carbonate  to  the  otherwise  nearly  ash-free  food  may 
indeed  delay  death,  but  cannot  prevent  it,  and  even  in  the  presence  of 
the  necessary  amount  of  bases  death  results  for  lack  of  mineral  substances 
in  the  food. 

In  the  above  series  of  experiments  made  by  Bungb  the  food  of  the 
animal  consisted  of  casein,  milk-fat,  and  cane-sugar.  While  milk  alone 
was  an  adequate  and  sufficient  food  for  the  animal,  Bunge  found  that  the 
animal  could  not  be  kept  alive  longer  by  food  consisting  of  the  above  con- 
stituents of  milk  and  cane-sugar  with  the  addition  of  all  the  mineral 
substances  of  milk,  than  with  the  food  mentioned  in  the  above  experiments 
with  the  addition  of  alkali  carbonate.  The  question  whether  this  result  is 
to  be  explained  by  the  fact  that  the  mineral  bodies  of  milk  are  chemically 
combined  with  the  organic  constituents  of  the  same  and  can  be  assimilated 
■only  in  such  combinations,  or  whether  it  depends  on  other  conditions, 
Bu2S"GE  leaves  undecided,  Thesfe  observations,  however,  show  how  difficult 
dt  is  to  draw  positive  conclusions  from  experiments  made  thus  far  with  food 
poor  in  salts.     Further  investigations  on  this  subject  seem  to  be  necessary. 

With  an  insufficient  supply  of  chlorides  with  the  food  the  elimination 
«f  chlorine  by  the  urine  decreases  constantly,  and  at  last  it  may  stop 
entirely,  while  the  tissues  still  persistently  retain  the  chlorides.  These  last 
are,  at  least  in  par,t,  combined  in  the  body  with  the  organic  substances 
which  retain  them.  If  there  be  a  lack  of  sodium  as  compared  with  potas- 
isium,  or  if  there  be  an  excess  of  potassium  compounds  in  any  other  form 
ihan  KCl,  the  potassium  combinations  are  replaced  in  the  organism  by 
!NaCl,  so  that  new  potassium  and  sodium  compounds  are  produced  which 
are  voided  with  the  urine.  The  organism  becomes  poorer  in  NaCl,  which 
therefore  must  be  taken  in  greater  amounts  from  the  outside  (Bungb). 
This  occurs  habitually  in  herbivora,  and  in  man  with  vegetable  food  rich  in 
potash.  For  human  beings,  and  especially  for  the  poorer  classes  of  people 
who  live  chiefly  on  potatoes  and  foods  rich  in  potash,  common  salt  is, 
under  these  circumstances,  not  only  a  condiment,  but  a  necessary  addition 
to  the  food  (Bttnge"). 

'  Bunge,  Lehrbuch  der  physiol.  Chem.,  4.  Aufl.,  S.  97 ;  Lunin,  Zeitschr.  f.  physiol. 
Chem.,  Bd.  5. 

'  Zeitachr.  f.  Biologie,  Bd.  9. 
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Lack  of  Alkali  Carlonates  or  Bases  in  the  Food.  The  chemical 
processes  in  the  organism  are  dependent  upon  the  presence  of  alkaline- 
reacting  tissue-fluids,  whose  alkaline  reaction  is  due  to  alkali  carbonates. 
The  alkali  carbonates  are  also  of  great  importance  not  only  as  a  solvent  for 
certain  proteid  bodies  and  as  constituents  of  certain  secretions,  such  as  the^ 
pancreatic  and  intestinal  juices,  but  they  are  also  a  means  of  transportation 
of  the  carbon  dioxide  in  the  blood.  It  is  therefore  easy  to  understand  that 
a  decrease  below  a  certain  point  in  the  quantity  of  alkali  carbonate  mast 
endanger  life.  Such  a  decrease  not  only  occurs  with  lack  of  bases  in  the 
food  which  accelerates  death  by  a  relatively  great  production  of  acids  through 
the  burning  of  the  proteids,  but  it  also  occurs  when  an  animal  is  given 
dilate  mineral  acids  for  a  period.  In  herbivora  the  fixed  alkalies  of  the 
tissaes  combine  with  the  mineral  acids,  and  the  animal  saccumbs  in  a  short 
time.  In  carnivora  (and  in  man)  the  bases  of  the  tissues  are  obstinately 
retained;  the  mineral  acids  unite  with  the  ammonia  produced  by  the. 
decomposition  of  the  proteids  or  their  cleavage  products,  and  carnivora  can 
therefore  be  kept  alive  for  a  longer  time. 

Lack  of  Earthy  Phosphates.  With  the  exception  of  the  importance  of 
the  alkaline  earths  as  carbonates  and  more  especially  as  phosphates  in  th& 
physical  composition  of  certain  structares,  such  as  the  bones  and  teeth,, 
their  physiological  importance  is  nearly  unknown.  The  occurrence  of 
earthy  phosphates  in  all  proteids,  and  the  great  importance  of  the  earthy 
phosphates  in  the  passage  of  the  proteids  from  a  soluble  to  a  coagulable  and 
solid  state,  make  it  probable  that  the  earthy  phosphates  play  an  important 
part  in  the  organization  of  the  proteids.  The  action  which  an  insufificient 
supply  of  alkali-earths  with  the  food  causes  is  connected  with  the  interest- 
ing qaestion  as  to  the  effect  of  this  lack  upon  the  bony  structure.  This 
action,  as  well  as  the  various  resalts  obtained  by  experiments  on  yoang  and 
old  animals,  has  already  been  spoken  of  in  Chapter  X,  to  which  we  refer 
the  reader. 

Lack  of  Iron.  As  iron  is  an  integral  constituent  of  hamoglobin,  abso- 
lutely necessary  for  the  introduction  of  oxygen,  just  so  is  it  an  indispensable 
constituent  of  the  food.  In  iron  starvation  iron  is  continually  eliminated, 
even  though  in  diminished  amounts ;  and  with  an  insuflBcient  supply  of  iron 
with  the  food  the  formation  of  hsemoglobin  decreases.  The  formation  of 
hEemoglobin  is  not  only  enhanced  by  the  supply  of  organically  combined 
iron,  but  also,  according  to  the  general  view,  by  inorganic  iron  preparations. 
The  various  divergent  statements  on  this  question  have  already  "been  given, 
in  a  previous  chapter  (on  the  Blood). 

In  the  absence  of  protein  bodies  in  the  food  the  organism  must  nourish 
itself  by  its  own  protein  substances,  and  with  such  nutrition  it  must  earlier 
or  later  succumb.  By  the  exclusive  administration  of  fat  and  carbohydrates 
the  consumption  of  proteids  in  these  cases  is  very  considerably  reduced. 
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According  to  the  doctrine  of  C.  Voit,  which  has  been  defended  by  recent 
investigations  of  E.  VoiT  and  KoBKUU'OFi','  the  proteid  metabolism  ia 
.never  so  slight  under  these  conditions  as  in  starvation.  According  to  several 
investigators,  such  as  Hirschfeld,  Kumagawa,  Klempeeee,  Munk, 
RosEN^HEiM,"  and  others,  the  proteid  metabolism  may  indeed,  with  exclusiyely 
fat  and  carbohydrate  diet,  be  smaller  than  in  complete  starvation.  In 
conformity  with  this  the  animal  may  be  kept  alive  longer  by  food  contain- 
ing only  non-nitrogenous  bodies  than  in  complete  starvation. 

The  absence  of  fats  and  carbohydrates  in  the  food  affect  carnivora  and 
lierbivora  somewhat  differently.  It  is  not  known  whether  carnivora  can  be 
(kept  alive  for  any  length  of  time  by  food  entirely  free  from  fat  and  carbo- 
Ihydrates.  Beit  jt  has  been  positively  demonstrated  that  they  can  be  kept 
alive  a  long  time  by  feeding  exclusively  with  meat  freed  as  much  as  possible 
from  visible  fat  (Pflugee'^].  Human  beings  and  herbivora,  on  the  con- 
trary, cannot  live  for  any  length  of  time  on  such  food.  On  one  side  they 
lose  the  property  of  digesting  and  assimilating  the  necessarily  large  amounts 
of  meat,  and  on  the  other  a  distaste  for  large  quantities  of  meat  or  proteids 
soon  appears. 

IV.  Metabolism  with  Various  Foods. 

For  the  carnivora,  as  above  stated,  meat  as  poor  as  possible  in  fat  may 
toe  a  complete  and  saf&cient  food.  As  the  proteids  moreover  take  a  special 
place  among  the  organic  nutritive  bodies  by  the  quantity  of  nitrogen  they 
contain,  it  is  proper  that  we  first  describe  the  metabolism  with  an  exclusively 
meat  diet. 

Metabolism  with  food  rich  in  proteids,  or  feeding  only  with  meat  as  poor 
in  fat  as  possible. 

By  an  increased  supply  of  proteids  their  catabolization  and  the  elimi- 
nation of  nitrogen  is  increased,  and  this  in  proportion  to  the  supply  of 
proteids. 

If  a  certain  quantity  of  meat  has  been  given  as  food  daily  to  carnivora 
and  the  quantity  is  suddenly  increased,  an  increased  catabolism  of  proteids, 
or  an  increase  in  the  quantity  of  nitrogen  eliminated,  is  the  result.  If  we 
feed  the  animal  daily  for  a  certain  time  with  larger  quantities  of  the  same 
meat,  we  find  that  a  part  of  the  proteids  accumulates  in  the  body,  but  this 
part  decreases  from  day  to  day,  while  tbere  is  a  corresponding  daily  increase 
in  the  elimination  of  nitrogen.  In  this  way  a  nitrogenous  equilibrium  is 
«stablished,  that  is,  the  total  quantity  of  nitrogen  eliminated  is  equal  to  the 

>  Zeitschr.  f.  Biologie,  Bd.  32. 

'Hirschfeld,  Virchow's  Aich.,  Bd.  114;  Kumairawa,  ibid.,  Bd.  116;  Klemperer, 
Zeitschr.  f.  klio.  Med.,  Bd.  16;  Munk,  Du  Bois- Raymond's  Arch.,  1891  and  1896; 
Rosenheim,  Hid.,  1891,  and  Pflilger's  Arch.,  Bd.  54. 

•  PflUger's  Arch.,  Bd.  50. 
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■quantity  of  nitrogen  in  the  absorbed  proteids  or  meat.  If,  on  the  contrary, 
an  animal  which  is  in  nitrogenous  equilibrium,  having  been  fed  on  large 
quantities  of  meat,  is  suddenly  fed  with  a  small  quantity  of  meat  per  day, 
then  the  animal  gives  up  its  own  bodily  proteids,  the  amount  decreasing 
from  day  to  day.  The  elimination  of  nitrogen  and  the  catabolism  of 
proteids  decrease  constantly,  and  the  animal  may  in  this  case  also  pass  into 
nitrogenous  equilibrium,  or  nearly  into  this  condition.  These  relations  are 
illustrated  by  the  following  table  (VoiT ') : 


1... 

Table  V. 

Grms.  of  Meat  in  the  Food  per  Day. 

Before  the  Test.       During  the  Test. 
500                              1  ."iOn 

3... 

1500 

1000 

Grms.  of  Flesh  metabolized  in  Body  per  Day. 

1 
1332 
1153 

2                    3.                   4                    5                    6 
1310            1390            1410            1440            1450 
1086           1088           1080           1027 

7 
1500 

In  the  first  case  (1)  the  metabolism  of  flesh  before  the  beginning  of  the 
actual  experiment  on  feeding  wibh  500  grms.  meat  was  447  grms.,  and  it 
increased  considerably  on  the  first  day  of  the  experiment,  after  feeding  with 
1500  grms.  meat.  In  the  second  case  (2),  in  which  the  animal  was  pre- 
viously in  nitrogenous  equilibrium  with  1500  grms.  meat,  the  metabolism 
«f  fiesh  on  the  first  day  of  the  experiment,  with  only  1000  grms.  meat, 
decreased  considerably,  and  on  the  fifth  day  a  nearly  nitrogenous  equilib- 
rium was  obtained.  During  this  time  the  animal  gave  up  daily  some  of 
its  own  proteids.  Between  that  point  below  which  the  animal  loses  from 
its  own  weight  and  the  maximum,  which  seems  to  be  dependent  upon  the 
digestive  and  assimilative  capacity  of  the  intestinal  canal,  a  carnivore  may 
be  kept  in  nitrogenous  equilibrium  with  varying  quantities  of  proteids  in 
the  food. 

The  supply  of  proteids,  as  well  as  the  proteid  condition  of  the  body, 
affects  the  extent  of  the  proteid  metabolism.  A  body  which  has  become 
rich  in  proteids  by  a  previous  abundant  meat  diet  must,  to  prevent  a  loss 
of  proteids,  take  up  more  proteid  with  the  food  than  a  body  poor  in 
proteids. 

Pettenkofbe  and  Voit  have  made  investigations  on  the  metabolism 
of  fat  with  an  exclusively  proteid  diet.  These  investigations  have  shown 
that  by  increasing  the  quantity  of  proteids  in  the  food  the  daily  meta- 
bolism of  fat  decreases,  and  they  have  drawn  the  conclusion  from 
these  experiments,  as  detailed  in  Chapter  X,  that  eveu  a. formation  of  fat 
may  take  place  under  these  circumstances.     The  objections  presented  by 

'  Hermann's  Handbuch,  Bd.  6,  Thl.  1,  S.  110. 
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Pflugek  to  these  experiments,  as  well  as  the  proofs  of  the  formation  of  fafc 
from  proteids,  are  also  given  in  the  above-mentioned  chapter. 

According  to  PjFLtJGEE's  doctrine  the  proteid  can  influence  the  forma- 
tion of  fat  only  in  an  indirect  way,  namely,  in  that  it  is  consumed  instead 
of  the  non-nitrogenous  bodies  and  hence  the  fat  and  fat-forming  carbo- 
hydrates are  spared.  If  snificient  proteid, is  introduced  into  the  food  to 
satisfy  the  total  nutritive  requirements,  then  the  decomposition  of  fat 
stops;  and  if  non-nitrogenous  food  is  taken  at  the  same  time,  this  is  not 
consumed,  but  is  stored  up  in  the  animd,l  body,  the  fats  as  such,  and  the 
carbohydrates  at  least  in  great  part  as  fat. 

Pflugbr  defines  the  "  nutritive  requirement  "  as  the  smallest  quantity 
of  lean  meat  which  produces  nitrogenous  equilibrium  without  causing  any 
decomposition  of  fat  or  carbohydrates.  At  rest  and  at  an  average  tempera- 
ture it  is  found  for  dogs  to  be  2.073  to  3.099  grms.  nitrogen'  (in  meat  fed) 
per  kilo  of  flesh  weight  (not  bodily  weight,  as  "the  fat,  which  often  forms  a. 
considerable  fraction  of  the  weight  of  the  body,  cannot  as  it  were  be  used 
as  dead  measure).  Even  when  the  supply  of  proteid  is  in  excess  of  the 
nutritive  requirements,  Pflugee  has  found  that  the  proteid  metabolism 
increases  with  an  increased  supply  until  the  limit  of  digestive  power  is 
reached,  which  limit  is  about  2600  grms.  meat  with  a  dog  weighing  30 
kilos.  In  these  experiments  of  Pflugee's  all  of  the  excess  of  proteid 
introduced  was  not  completely  decomposed,  but  a  part  was  retained  by  the 
body.  Pblugee  therefore  defends  the  proposition  "  that  a  supply  of 
proteids  only,  without  fat  or  carbohydrate,  does  not  exclude  a  pro'teid 
fattening." 

From  what  has  been  said  on  proteid  metabolism  in  starvation  and  with 
exclusive  proteid  food  it  follows  that  the  proteid  catabolism  in  the  animal 
body  never  stops,  that  the  extent  is  dependent  in  the  first  place  upon  the 
extent  of  proteid  supply,  and  that  the  animal  body  has  the  property,  within 
wide  limits,  of  accommodating  the  proteid  catabolism  to  the  proteid  supply. 

These  and  certain  other  peculiarities  of  proteid  catabolism  have  led 
VoiT  to  the  view  that  all  proteids  in  the  body  are  not  decomposed  with  the 
same  ease.  Voit  difEerentiates  the  proteids  fixed  in  the  tissue-elements, 
so-called  organized  proteids,  tissue-proteids,  from  those  proteids  which 
circulate  with  the  fluids  in  the  body  and  its  tissues  and  which  are  taken  up- 
by  the  living  cells  of  the  tissues  from  the  interstitial  fluids  washing  them 
and  destroyed.  These  circulating  proteids  are,  according  to  Voit,  more 
easily  and  quickly  destroyed  than  the  tissue-proteids.  When,  therefore,  in 
a  fasting  animal  which  has  been  previously  fed  with  meat  an  abundant  and 
quickly  decreasing  decomposition  of  proteids  takes  place,  while  in  the 
further  course  of  starvation  this  proteid  catabolism  becomes  less  and  more 

'  See  Scb5udorfl,  PflUgers  Arch.,  Bd.  71. 
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uniform,  this  depends  upon  the  fact  that  the  supply  of  circulating  proteida 
is  destroyed  chiefly  in  the  first  days  of  starvation  and  the  tissue-proteids  in. 
the  last  days. 

The  tissue-elements  constitute  an  apparatus  of  a  relatively  stable  nature, 
which  have  the  power  of  taking  proteids  from  the  fluids  washing  the  tissues 
and  appropriating  them,  while  their  own  proteids,  the  tissue-proteids,  are 
ordinarily  catabolized  to  only  a  small  extent,  about  1^  daily  (Voit).  By 
an  increased  supply  of  proteids  the  activity  of  the  cells  and  their  ability  tO' 
decompose  nutritive  proteids  is  also  increased  to  a  certain  degree.  When, 
nitrogenous  equilibrium  is  obtained  after  increased  supply  of  proteids,  it 
denotes  that  the  decomposing  power  of  the  cells  for  proteids  has  increased 
so  that  the  same  quantity  of  proteids  is  metabolized  as  is  supplied  to  the 
body.  If  the  proteid  metabolism  is  decreased  by  the  simultaneous  adminis- 
tration of  other  non-nitrogenous  foods  (see  below),  a  part  of  the  circulating 
proteids  may  have  time  to, become  fixed  and  organized  by  the  tissues,  and 
in  this  way  the  mass  of  the  flesh  of  the  body  increases.  During  starvation 
or  with  lack  of  proteids  in  the  food  the  reverse  takes  place,  for  a  part  of 
the  tissue  proteids  is  converted  into  circulating  proteids  which  are  meta- 
bolized, and  in  this  case  the  flesh  of  the  body  decreases. 

Voit's  theory  has  been  severely  criticised  by  Pfltjgee.  Pflugbe's 
statement,  based  on  an  investigation  made  by  one  of  his  pupils,  Schon- 
DOEFF,'  is  that  the  extent  of  proteid  destruction  is  not  dependent  upon 
the  quantity  of  circulating  proteids,  but  upon  the  nutritive  condition  of 
the  cells  for  the  time  being — a  view  which  is  not  very  contradictory  of 
Voit  if  the  authoe  does  not  misunderstand  Pflugee.  Voit  "  has,  as  is 
known,  stated  that  the  conditions  for  the  destruction  of  substances  in 
the  body  exist  in  the  cells,  and  also  that  the  circulating  proteid,  likewise 
according  to  Voit,  is  first  catabolized  after  having  been  taken  up  by  . 
the  cells  from  the  fluids  washing  them.  The  point  of  Voit's  theory 
is  that  all  proteids  are  not  destroyed  in  the  body  with  the  same  degree 
of  readiness.  The  organized  proteid,  which  is  fixed  by  the  cells  and 
has  become  a  part  of  the  same,  is  destroyed  less  readily,  according  to  Voit, 
than  the  proteid  taken  up  by  the  cells  from  the  nutritive  fluid,  which  serves 
as  material  for  the  chemical  construction  of  the  very  much  more  compli- 
cated organized  proteids.  This  nutritive  proteid,  which  circulates  with 
the  fluids  before  it  is  taken  up  by  the  cells,  and  which  can  exist  in 
store  in  the  cells  as  well  as  in  the  fluids,  agreeably  to  Voit's  view,  has 
been  called  circulating  proteid  or  supply  proteid  by  him.  It  is  clear  that 
these  names  may  lead  to  misunderstanding,  and  therefore  too  much  stress 
should  not  be  put  on  them.     The  most  essential  part  of  Voit's  theory  is 

>  Pflttger,  Pflttger's  Arch.,  Bd.  54  ;  8ch5ndor£E,  ibid.,  Bd.  54. 
»  Zeitschr.  f.  Biologie,  Bd.  11. 
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the  sappositioa  that  the  food  proteid  of  the  cells  is  more  easily  destroyed 
than  the  organized,  real  protoplasmic  proteid,  and  this  assertion  can 
hardly,  for  the  present,  be  considered  as  refuted  or  exactly  proved. 

This  question  is  intimately  connected  with  another,  namely,  whether 
the  food  proteids  taken  up  by  the  cells  are  metabolized  as  such  or  whether 
they  are  first  organized.  The  investigations  of  Panum  and  Falck  '  on  the 
transitory  progress  of  tlie  elimination  of  urea  after  a  meal  rich  in  proteids 
throws  light  on  this  question.  Prom  experiments  upon  a  dog  it  was 
found  that  the  elimination  of  urea  increases  almost  immediately  after  a 
meal  rich  in  proteids,  and  that  it  reaches  its  maximum  in  about  six  hours, 
when  about  one  half  of  the  quantity  of  nitrogen  corresponding  to  the 
administered  proteids  is  eliminated.  If  we  also  recollect  that,  according  to 
an  experiment  of  Schmidt-Mtjlheim  ^  upon  a  dog,  about  37,^  of  the  given 
proteids  are  absorbed  in  the  first  two  hours  after  the  meal  and  about  59^  in 
the  course  of  the  first  six  hours,  we  may  then  infer  that  the  increased 
elimination  of  nitrogen  after  a  meal  is  due  to  a  catabolization  of  the 
digested  and  assimilated  proteids  of  the  food  not  previously  organized.  If 
we  admit  that  the  catabolized  proteid  must  have  been  organized,  then  the 
greatly  increased  elimination  of  nitrogen  after  a  meal  rich  in  proteids  sup- 
poses a  far  more  rapid  and  comprehensive  destruction  and  reconstruction  of 
the  tissues  than  has  been  generally  assumed. 

In  this  connection  we  must  recall  that,  according  to  the' very  interesting 
investigations  of  Kiazantsbff,  after  partaking  of  food  an  increased  nitro- 
gen elimination  depends  in  part  upon  the  increased  work  of  the  digestive 
glands.  This  follows  from  the  considerably  increased  nitrogen  elimination 
after  so-called  "  apparent  feeding"  (see  Chapter  IX),  but  has  also  been 
confirmed  by  Eiazantzeff  °  in  other  ways.  In  close  connection  with 
this  stand  the  observations  of  Nbncki  and  Zaleski  *  on  the  free  forma- 
tion of  ammonia  in  the  cells  of  the  digestive  apparatus  during  the  digestion 
of  food  rich  in  proteids. 

It  has  been  stated  above  that  other  foods  may  decrease  the  catabolism 
of  proteids.  Gelatin  is  such  a  food.  Gelatin  and  the  gelatin-formers  do 
not  seem  to  be  converted  into  proteid  in  the  body,  and  this  last  cannot  be 
entirely  replaced  by  gelatin  in  the  food.  For  example,  if  a  dog  is  fed  on 
gelatin  and  fat,  its  body  sustains  a  loss  of  proteids  even  when  the  quantity 

of  gelatin  is  so  large  that  the  animal,  with  an  amount  of  fat  and  meat  con- 

^  / 

'  Panum,  Nord.  Med.  Arkiv.,  Bd.  6  ;  Falck,  see  Hermann's  Handbuch,  Bd.  6,  Thl.  1, 
S.  107.  For  furtlier  statements  in  regard  to  the  curve  of  nitrogen  elimination  in  man 
see  Tscbenloff,  Koriespond.  Blatt  Schweiz.  Aerzte,  1896 ;  Eosemann,  PflUger's  Arch., 
Bd.  65,  and  Veraguth,  Journ.  of.  Physiol.,  Vol.  21. 

'  Du  Bois-Eeymond's  Arch.,  1879. 

'  Arch,  des  scieuc.  biol.  de  St.  Petersbourg,  Tome  4,  p.  393. 

■■  See  foot-note  3,  page  471. 


Meat. 

Gelatin. 

Fat. 

Sugar. 

Catabolized. 

400 

0 

200 

0 

450 

400 

0 

0 

250 

439 

400 

200 

0 

0 

256 
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taiaiag  just  the  same  quantity  of  nitrogen  as  tiie  gelatin  in  qnestion,  may 
remain  in  nitrogenous  equilibrium.  On  the  other  hand,  gelatin,  as  Voit, 
Pakum  and  Oerum  '  have  shown,  has  a  great  value  as  a  means  of  sparing 
the  proteids,  and  it  may  decrease  the  catabolism  of  proteids  to  a  still 
greater  extent  than  fats  and  carbohydates.  This  is  apparent  from  the 
ioUowing  summary  of  Voit's  experiments  upon  a  dog: 

Table  VI. 

Food  per  Day.  Flesh. 

On  the  Body. 

-  50 

-  39 

+  44 

I.  MuKK '  has  lately  arrived  at  similar  results  by  means  of  more  decisive 
experiments.  He  found  in  dogs  that  on  a  mixed  diet  which  contained  3.7 
grms.  proteid  per  kilo  of  body,  of  which  hardly  3.6  grms.  was  catabolized, 
nearly  |-  could  be  replaced  by  gelatin.  The  same  dog  catabolized  on  the 
second  day  of  starvation  three  times  as  much  proteid  as  with  the  gelatin 
feeding.  Munk  states  also  that  gelatin  has  a  much  greater  sparing  action 
on  proteids  than  the  fats  or  the  carbohydrates. 

This  ability  of  gelatin  to  spare  the  proteids  is  explained  by  Voit  by  the 
fact  that  the  gelatin  is  decomposed  instead  of  a  part  of  the  circulating 
proteids,  wherejby  a  part  of  this  last  may  be  organized. 

Gelatin  may  also  decrease  somewhat  the  consumption  of  fat,  although 
it  is  of  less  value  in  this  respect  than  the  carbohydrates. 

The  question  of  the  nutritive  value  oi  peptones  stands  in  close  relation- 
ship to  the  nutritive  value  of  the  proteids  and  gelatin.  The  early  investiga- 
tions made  by  Malt,  JPlos'z  and  Gtbkgtat,  and  Adamkiewicz  have  led  to 
the  conclusion  that  with  food  which  contains  no  proteids  besides  peptones 
(albumoses)  an  animal  may  not  only  preserve  its  nitrogenous  equilibrium, 
but  its  proteid  condition  may  even  increase.  According  to  recent  and  more 
exact  investigations  by  Pollitzee,  Zuntz,  and  Mubtk  the  albumoses  have 
the  same  nutritive  value  as  proteids,  at  least  in  short  experiments.  Accord- 
ing to  PoLLiTZER  this  is  true  for  different  albumoses  as  well  as  for  true 
peptone;  bui  this  does  not  correspond  with  the  experience  of  Ellingeh,' 
who  finds  that  the  true  antipeptone  (gland  peptone)  is  not  able  to 
entirely  replace  proteids  or  to  prevent  the  loss  of  proteid  in  the  animal 
body.     On  the  contrary,  according  to  him,  it  has,  like  gelatin,  the  property 

'  Voit,  1.  c,  8.  123 ;  Panum  and  Oerum,  Nord.  Med.  Arkiv.,  Bd.  11. 

'  Pflilger's  Arch.,  Bd.  58. 

'  Maly,  Pflilger's  Arch.,  Bd.  9  ;  Ploa'z  and  Gyergyay,  Md.,  Bd.  10  ;  Adamkiewicz, 
''Die  Natur  und  der  Nahrwerth  des  Peptons "  (Berlin,  1877);  Pollitzer,  Pflilger's 
Arch.,  Bd.  37,  S.  801 ;  Zuntz.  ibid.,  Bd.  87,  S.  313  ;  Munk,  Centralbl.  f.  d.  med.  Wis- 
sensch.,  1889,  S.  20,  and  Deutsch.  med.  Wochenschr.,  1889;  Ellinger,  Zeitschr.  f. 
Biologic,  Bd.  38. 
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of  sparing  proteids.  Voit  '  long  ago  expressed  a  similar  view.  According 
to  him  the  albamoses  and  peptone  may  indeed  replace  the  proteids  for  a 
short  time,  but  not  permanently;  they  can  spare  the  proteids,  but  not  be 
converted  into  proteids. 

From  experiments  made  by  Weiske  and  others  on  herbivora  it  appears 
that  asparagin  may  spare  proteid  in  such  animals.  In  carnivora  (I.  Munk) 
and  in  mice  (Voit  and  Politis)  it  was  found  that  asparagin  has  only  a 
very  slight,  if  any,  sparing  action  on  the  proteids.  It  is  not  known  how  it 
acts  in  man.  According  to  Kbllstee  '  the  sparing  action  of  asparagin  is 
only  of  an  indirect  kind,  because  it  serves  as  nutrition  for  the  bacteria  in 
the  digestive  tract  instead  of  the  proteids. 

Metabolism  on  a  Diet  consisting  of  Proteid,  with  Fat  or  Carbohydrates. 
Fat  cannot  arrest  or  prevent  the  catabolism  of  proteids  j  but  it  can  decrease 
it,  and  so  spare  the  proteids.  This  is  apparent  from  the  following  table  of 
Voit.'     A  is  the  average  for  three  days,  and  B  for  six  days. 

Tablb  VII. 

Food.  Flesh. 


Meat.  Fat.  Metabolized.       On  the  Body. 

A 1500  0  1512  -12 

B 1500  150  1474  +26 

According  to  Voit  the  adipose  tissue  of  the  body  acts  like  the  food-fat, 
and  the  proteid-sparing  effect  of  the  former  may  be  added  to  that  of  the 
latter,  so  that  a  body  rich  in  fat  may  not  only  remain  in  nitrogenous 
equilibrium,  but  may  even  add  to  the  store  of  bodily  proteids,  while  in  a 
lean  body  with  the  same  food  containing  the  same  amount  of  proteids  and 
fat  there  would  be  a  loss  of  proteids.  In  a  body  rich  in  fat  a  greater 
quantity  of  proteids  is  protected  from  metabolism  by  a  certain  quantity  of 
fat  than  in  a  lean  body. 

Because- of  the  sparing  action  of  fats  an  animal  to  whose  food  fat  is 
added  may,  as  is  apparent  from  the  tables,  increase  its  store  of  proteid 
with  a  quantity  of  meat  which  is  insufficient  to  preserve  nitrogenous 
equilibrium. 

Like  the  fats  the  carbohydrates  have  a  sparing  action  on  the  proteids. 
By  the  addition  of  carbohydrates  to  the  food  the  carnivore  not  only  remains 
in  nitrogenous  equilibrium,  but  the  same  quantity  of  meat  which  in  itself 
is  insufficient  and  which  without  carbohydrates  would  cause  a  loss  of  weight 


1  L.  c,  S.  394. 

=  Weiske,. Zeitschr.  f.  Biologie,  Bdd.  15  and  17,  and  Centralbl.  f.  d.  med.  Wissensch., 
1890,  8.  945;  Munk,  Virchow's  Arch.,  Bdd.  94  and  98;  Politis,  Zeitschr.  f.  Biologie, 
Bd.  28.  See  also  Mauthner,  ^id.,  Bd.  28  ;  Gabriel,  ibid.,  Bd.  29 ;  and  Volt,  ibid.,  Bd.. 
39,  S.  125  ;  Kellner,  Maly's  Jahresbev.,  Bd.  27. 

'  Voit  in  Hermann's  Handbuch,  Bd.  6,  S.  180. 
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in  the  body  may  with  the  addition  of  carbohydrates  produce  a  deposit  of 
proteids.     This  is  apparent  from  the  following  table  :  > 

Flesh. 


Table  VIII. 

Food. 

F 

Meat. 

Fat. 

Sugar. 

Starch. 

Metabolized. 

500 

250 

•  •  . 

558 

500 

300 

•  •  • 

466 

500 

200 

, . 

505 

800 

250 

745 

800 

soo 

773 

2000 

200-300 

1792 

3000 

250 

1883 

On  the  Body. 

-  58 
+    34 

-  5 

+  55 
+  27 
+  208 
+  117 

The  sparing  of  profceid  by  carbohydrate  is  greater,  as  shown  by  the  table, 
than  by  fats.  According  to  Voit  the  first  is  on  an  average  9^  and  the 
other  1%  of  the  administered  proteid  withonfc  a  previous  addition  of  non- 
nitrogenons  bodies.  Increasing  quantities  of  carbohydrates  in  the  food 
decrease  the  proteid  metabolism  more  regularly  and  constantly  than  increas- 
ing quantities  of  fat. 

Because  of  this  great  proteid-sparing  action  of  carbohydrates  the 
herbivora,  which  as  a  rule  partake  of  considerable  quantities  of  carbohydrates, 
assimilate  proteids  readily. 

The  law  as  to  the  increased  proteid  catabolism  with  increased  proteid 
supply  applies  also  to  food  consisting  of  proteid  with  fat  and  carbohydrates. 
In  these  cases  the  body  tries  to  adapt  its  proteid  catabolism  to  the  supply ; 
and  when  the  daily  calorie  supply  is  completely  covered  by  the  food,  the 
organism  can,  within  wide  limits,  be  in  nitrogenous  equilibrium  with 
difEerent  quantities  of  proteid. 

The  upper  limit  to  the  possible  proteid  catabolism  per  kilo  and  per  day 
has  only  been  determined  for  herbivora.  For  human  beings  it  is  not 
known,  and  its  determination  is  from  a  practical  standpoint  of  secondary 
importance.  What  is  more  important  is  to  ascertain  the  lower  limit,  and 
on  this  subject  we  have  several  experiments  upon  man  as  well  as  animals  by 
HiRSCHBELD,  Kdmagawa,  Klempbeer,  Munk,  Rosenheim,"  and  others. 
It  follows  from  these  experiments  that  the  lower  limit  of  proteid  needed 
for  human  beings  for  a  week  or  less  is  about  30-40  grms.  proteid  or  0.4-0.6 
grm.  per  kilo  with  a  body  of  average  weight.  T.  Noobden'  considers 
0.6  grm.  proteid  (absorbed  proteid)  per  kilo  and  per  day  as  the  lower 
limit.  The  above-mentioned  figures  are  only  valid  for  short  series  of 
experiments ;  still  we  have  the  observations  of  E.  Voit  and  CoNsxANTiiiriDi  * 
on  the  diet  of  a  vegetarian  in  which  the  proteid  condition  was  kept  nearly 
but  not  completely  for  a  long  time  with  about  0.6  grm.  proteid  per  kilo. 

'  Volt  in  Hermann's  Handbuch,  Bd.  6,  S.  143. 

'  See  foot-note  2,  page  566. 

'  Grundriss  einer  Methodik  der  Stoffwecbseluntersuchungen.     Berlin,  1892. 

*  Zeitschr.  f .  Biologic,  Bd.  35. 
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According  to  Voit's  normal  figures,  which  will  be  spoken  of  below  for 
the  natritive  need  of  man,  aa  average  working  man  of  about  70  kilos 
weight  requires  on  a  mixed  diet  about  40  calories  per  kilo  (true  calories  or 
net  calories,  namely,  the  combustion  value  of  the  absorbed  foods).  In 
the  above  experiments  with  food  very  poor  in  proteid  the  demand  for 
calories  was  considerably  greater;  as,  for  instance,  in  certain  cases  it  was  51 
(Kumagawa)  or  even  73.5  calories  (Klempeeek).  It  therefore  seems  as 
if  the  above  very  low  supply  of  proteid  was  only  possible  with  great  waste 
of  non -nitrogenous  food;  but  in  opposition  to  this  we  must  recall  that  in 
VoiT  and  CoNSTAKTiNiDi's  experiments  upon  the  vegetarian,  who  for  years 
was  used  to  a  food  very  poor  in  proteid  and  rich  in  carbohydrate,  the 
calories  amounted  to  only  43.7  per  kilo.  lb  is  an  open  question  how  a 
nitrogenous  equilibrium  can  exist  also  on  a  diet  very  poor  in  nitrogen,  when 
the  need  of  calories  is  only  juist  covered  by  the  total  supply. 

In  Munk's  and  Eosenheim's  experiments  upon  dogs  the  food  poor  in 
proteids  must  have  raised  the  total  supply  of  calories  considerably.  These 
experiments  also  teach  that  in  dogs  the  continuous  administration  for  a  long 
time  of  food  poor  in  proteid  has  an  action  on  the  health  of  the  animal  and 
may  even  cause  death.  In  the  experiments  published  by  Eosbwheim, 
which  extended  over  two  months,  2  grms.  proteid  per  kilo  of  body  was  not 
sufficient  to  keep  the  animal  healthy,  although  the  heat  value  of  the  food 
taken  up  amounted  to  110  calories  per  kilo. 

The  very  important  question  as  to  the  conditions  favoring  the  deposition 
of  fat  and  flesh  on  the  body  is  closely  associated  with  what  has  just  been 
said  in  regard  to  foods  consisting  of  proteid  and  non-nitrogenous  food-stuffs. 
In  this  connection  we  must  recall  in  the  first  place  that  all  fattening  pre- 
supposes an  overfeeding,  i.e.,  a  supply  of  food-stuffs  which  is  greater  than 
that  catabolized  in  the  same  time. 

In  carnivora,  as  shown  by  the  investigations  of  VoiT  and  Pflugee,  a 
very  inconsiderable  deposition  of  flesh,  in  proportion  to  the  catabolized 
proteid,  may  take  place  with  food  consisting  exclusively  of  meat.  In  man 
and  herbivora,  on  the  contrary,  the  demand  for  calories  may  not  be  covered 
by  proteid  alone,  and  the  question  as  to  the  conditions  of  fattening  with  a 
mixed  diet  is  of  importance. 

These  conditions  have  also  been  studied  in  carnivora,  and  here,  as  VoiT 
has  shown,  the  relationship  between  proteid  and  fat  (and  carbohydrates) 
is  of  great  importance.  If  much  fat  is  given  in  proportion  to  the  proteid 
of  the  food,  as  with  average  quantities  of  meat  with  considerable  addition 
of  fat,  then  nitrogenous  equilibrium  is  only  slowly  attained  and  thfr 
daily  deposit  of  flesh,  though  not  large,  is  quite  constant,  and  may  become 
greater  in  the  course  of  time.  If,  on  the  contrary,  much  meat  besides 
proportionately  little  fat  is  given,  then  the  deposit  of  proteid  with  increased 
catabolism  is  smaller  day  by  day,  and  nitrogenous  equilibrium  is  attained. 
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ill  a  few  days.  lu  spite  of  the  daily  somewhat  larger  deposit,  the  totiil 
flesh  deposit  is  not  considerable  in  these  cases.  The  following  experiment 
of  VoiT  may  serve  as  example : 

Table  IX. 


Number  of  Days 
of  Experimenta- 
tion. 

Food. 

Total 

Deposit  of 

Flesh. 

Daily 

Deposit  of 

Flesh. 

Nitrogenous 
Equilibrium. 

Meat,  grms. 

Fat,  grms. 

32 

7 

500 
1800 

250 
250 

1793 
854 

56 
122 

not  attained 
attained 

The  greatest  absolute  deposition  of  flesh  in  the  body  was  obtained  in 
these  cases  with  only  500  grms.  meat  and  250  grms.  fat,  and  even  after  32 
days  the  nitrogenous  equilibrium  had  not  occurred.  On  feeding  with  180O 
grms.  meat  and  250  grms.  fat  the  nitrogenous  equilibrium  occurred  after 
7  days;  and  though  the  deposition  of  flesh  per  day  was  greater,  still  the 
absolute  deposit  was  not  one  half  as  great  as  in  the  former  case.  Inasmuch 
as  the  quantity  of  proteids  does  not  decrease  below  a  certain  amount,  it 
seems  that  the  most  abundant  and  most  lasting  deposition  of  flesh  is 
obtained  with  a  food  which  does  not  contain  too  much  proteids  in  propor- 
tion to  the  fat.  The  same  is  also  true  of  a  diet  consisting  of  proteids  and 
carbohydrates. 

The  experiments  of  Keug  '  upon  himself,  under  the  direction  of  v.  Nooe- 
DEN,  give  us  information  as  to  the  practicability  of  flesh  deposition  in  man. 
With  abundant  food  (2590  ca^.  =  44  cal.  per  kilo)  Kkug  was  close  to 
nitrogenous  equilibrium  for  six  days.  He  then  increased  the  nutritive 
supply  to  4300  cal.  =  71  cal.  per  kilo  for  15  days  by  the  addition  of  fat  and 
carbohydrate,  and  in  this  time  309  grms.  proteid,  corresponding  to  1455 
grms.  muscle,  was  spared.  Of  the  excess  of '  administered  calories  in  this 
case  only  5^  was  used  for  flesh  deposit  and  95^  for  fat  deposit.  As  the 
large,  excessive  quantity  of  food  was  not  habitual,  and  eaten  with  reluctance, 
this  experiment,  as  v.  Nooedbn  has  correctly  emphasized,  has  placed  the 
difficulty  of  flesh  deposition  in  another  light.  We  must  admit  with 
V.  NooKDEsr  that  it  is  impossible  to  produce  a  permanent  flesh  deposit  in 
man  by  overfeeding,  and  that  it  is  not  possible  to  make  a  person  muscle- 
strong  by  excessive  feeding. 

Flesh  deposition  is,  according  to  v.  Nooedejt,  a  function  of  the  specific 
energy  of  the  developing  cells  and  the  cell-work  to  a  much  higher  extent 
than  the  excess  of  food.  Therefore  we  observe,  according  to  v.  Nooeden, 
abundant  flesh  deposition  (1)  in  each  growing  body;  (2)  in  those  no  longer 


'  Cited  from  v.   Noorden's  Lelirbuch  der  Path,  des  Stoffiwechsels. 
S.  120. 


Berlin,  189a 
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growing  bat  whose  body  is  accastomed  to  increased  work  (hypertrophy  of 
the  mascles  by  work);  (3)  whenever,  by  previous  insafficient  food  or  by 
disease,  the  flesh  condition  of  the  body  has  been  diminished  and  therefore 
requires  abundant  food  to  replace  the  same.  The  deposition  of  flesh  is  in 
this  case  an  expression  of  the  regenerative  energy  of  the  cells. 

The  experiences  of  graziers  show  that  in  food-animals  a  flesh 
deposit  does  not  occur,  or  at  least  is  only  inconsiderable,  on  overfeeding. 
The  individuality  and  the  race  of  the  animal  are  of  importance  for  flesh 
deposition. 

As  above  stated  (Chapter  X)  respecting  the  formation  of  fat  in  the  animal 
body,  the  mogt  essential  condition  for  a  fat  deposition  is  an  overfeeding  with 
non-nitrogenous  foods.  The  extent  of  fat  deposition  is  determined  by  the 
excess  of  administered  calories  over  those  used.  If  a  large  part  of  the 
calorie  demand  is  covered  by  proteid,  then  a  greater  part  of  the  simul- 
taneously given  non-nitrogenous  food-stnifs  is  spared,  i.e.,  used  for  fat 
deposition.  But  as  proteid  and  fat  are  expensive  nutritive  bodies  as  com- 
pared with  carbohydrates,  the  supply  of  greater  quantities  of  carbohydrates 
is  important  for  fat  deposition.  The  body  decomposes  less  substance  at 
rest  than  during  activity.  Bodily  rest,  besides  a  proper  combination  of  the 
three  chief  groups  of  organic  foods,  is  therefore  also  an  essential  requisite 
for  an  abundant  fat  deposit. 

Action  of  Certain  other  Bodies  on  Metabolism.  Water.  If  a  quantity 
in  excess  of  that  which  is  necessary  is  introduced  into  the  organism,  the 
excess  is  quickly  and  principally  eliminated  with  the  urine.  This  increased 
elimination  of  urine  causes  in  fasting  animals  (VoiT,  Poestbe),  but  not  to 
any  appreciable  degree  in  animals  taking  food  (Seegen',  Saleowski  and 
MuKK,  Matek,  Dubelir'),  an  increased  elimination  of  urea.  The  reason 
for  this  increased  elimination  is  to  be  found  in  the  fact  that  the  drinking 
of  much  water  causes  a  complete  washing  out  of  the  urea  from  the 
tissues.  Another  view,  which  is  defended  by  VoiT,  is  that  because  of  the 
more  active  current  of  fluids  after  taking  large  quantities  of  water  an  in- 
creased metabolism  of  proteids  takes  place.  Voit  considers  this  explana- 
tion the  correct  one,  although  he  does  not  deny  that  by  the  liberal 
administration  of  water  a  more  complete  washing  out  of  the  urea  from  the 
tissues  takes  place. 

In  regard  to  the  action  of  water  on  the  formation  of  fat  and  its  meta- 
bolism, the  view  that  the  free  drinking  of  water  is  favorable  for  the  deposi- 
tion of  fat  seems  to  be  generally  admitted,  while  the  drinking  of  only  very 
little  water  acts  against  its  formation. 

>  Voit,  TJntersuch.  liber  den  Einfluss  des  Kochsalzes,  etc.  (Munchen,  1860);  Forster, 
cited  from  Voit  in  Hermann's  Handbuch,  Bd.  6,  S.  153;  Seegen,  Wien.  Sitzungsber. , 
Bd.  03  ;  Salkowski  and  Munk,  Virchow's  Arch.,  Bd.  71 ;  Mayer,  Zeitsclir.  f.  klin. 
Med.,  Bd._2  ;  Dubelir,  Zeitschr.  f.  Biologic,  Bd.  28. 
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Salts.  The  excretion  of  urine,  even  wlien  no  great  quantities  of  water 
are  imbibed,  is  increased  by  common  salt,  and  at  the  same  time  the  elimina- 
tion of  area  is  also  increased.  The  same  two  possibilities  may  be  considered 
for  this  last  as  in  the  action  of  water  on  the  excretion  of  urea.  The  experi- 
ments continued  for  a  long  time  by  Voit,  in  which  the  absolute  increase  of 
the  elimination  of  urea  was  considerable  (106  grms.  in  49  days),  render  the 
conclusion  probable  that  common  salt  somewhat  increases  the  metabolism 
of  the  proteids.  Dubelir  has  obtained  contrary  results,  which  he  considers 
was  due  to  giving  the  animal  larger  quantities  of  common  salt.  It  is 
possible  that  the  decomposition  activity  of  the  cells  may  be  reduced  on 
giving  large  quantities  of  salt.  According  to  Straub  '  the  true  action  of 
common  salt  (although  the  loss  of  water  caused  by  the  common-salt  diuresis 
is  replaced  from  the  beginning  by  drinking  water)  is  a  small  diminution  of 
the  proteid  decomposition.  Pugliesb  and  Coggi  '  have  also  come  to  the 
conclusion  that  common  salt  in  suflBciently  large  doses  diminishes  the  elimi- 
nation of  nitrogen.  Certain  other  salts,  such  as  potassium  chloride,  sodium 
sulphate,  sodium  phosphate,  sodium  biborate,  nitrate,  salicylate,  and  others, 
have  an  increased  action  on  the  metabolism  of  proteids. 

Alcohol.  The  question  as  to  how  far  the  alcohol  absorbed  in  the  intes- 
tinal canal  is  burnt  in  the  body,  or  whether  it  leaves  the  body  unchanged 
by  various  channels,  has  been  the  subject  of  much  discussion.  To  all 
appearances  the  greatest  part  of  the  alcohol  introduced  (95^)  is  burnt  in 
the  body  (Subbotin,  Thudichtjm,  Bodlandee,  Benbdicenti').  As  the 
alcohol  has  a  high  calorific  value  (1  grm.  =  7  cal.),  then  the  question 
arises  whether  it  acts  sparingly  on  other  bodies,  and  whether  it  is  to  be 
considered  as  a  nutritive  body.  The  investigations  made  to  decide  this 
question  have  led  to  no  decisive  result.  In  the  experiments  on  the  elimina- 
tion of  nitrogen  in  human  beings  sometimes  a  diminished  (Hammond, 
E.  Smith,  Obeeniee),  sometimes  an  unchanged  (Paekes  and  Wollo- 
wicz '),  while  in  other  cases  an  increased  (Foestee  and  Eometn  ')  elimina- 
tion of  nitrogen  was  observed  after  the  administration  of  small  amounts  of 
alcohol.  In  the  recent  experiments  of  Stammeeich  and  v.  NooeDen' 
alcohol  could  only  replace  the  isodynamic  quantity  of  non-nitrogenous  food- 
stuffs, without  an  essential  influence  on  the  proteid  condition  of  the  body, 
in  a  food  richer  in  proteid  than  ordinarily.     Miuea  '  could  not  find  any 


'  Zeitaohr.  f.  Biologie,  Bd.  37. 

»  See  Maly's  Jaliresber.,  Bd.  26,  S.  739. 

»  Benedicenti,  Du  Bois-Reymond'a  Arch.,  1896,  which  also  contains  the  literature. 

*  In  regard  to  the  older  investigations  see  Voit  in  Hermann's  Haudbucb,  Bd.  6,  S.  170. 
'  Maly's  Jahresber.,  Bd.  17,  8.  400. 

•  V.  Noordeu,  "  Alkohol  ala  Sparmittel,"  Berlin,  klin.  Wochensclir.,  1891. 
'  Zeitschr.  f.  klin.  Med.,  Bd.  20.  . 
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sparing  action  on  proteids  by  alcohol  in  his  experiments,  and  according  to 
him  alcohol  cannot  replace  the  sparing  action  of  carbohydrate  on  proteid. 

PoKKEE  and  I.  MuNK '  found  in  dogs  after  the  administration  of  small 
quantities  of  alcohol  a  diminished,  and  after  large  quantities  an  increased, 
metabolism  of  proteids.  Chitten'dbn,  Kokeis,  and  B.  Smith  '  make  the 
statement,  based  on  their  experiments  with  1.9,  2.3,  and  2.7  c.c.  alcohoj 
per  kilo  of  dog  per  diem,  that  alcohol  acts  like  a  non-nitrogenous  nutritive 
body  in  regard  to  its  sparing  action  on  proteids. 

Many  investigations  have  been  made  as  to  the  extent  of  exchange  of 
gas  in  animals  after  taking  alcohol.  The  results  in  these  cases  are  some- 
what difEerent,  depending  upon  the  size  of  dose  and  the  kind  of  animal. 
In  an  experiment  upon  the  human  body  Zuxtz,  and  likewise  Geppbet,' 
observed  no  essential  change  in  the  respiratory  exchange  of  gas  after  small, 
non-intoxicating  doses  of  alcohol.  As  alcohol  is  in  greatest  part  consumed 
in  the  body  and  the  exchange  of  gas  is  nevertheless  not  essentially  raised,  it 
seems  as  if  the  alcohol  diminishes  the  combustion  of  other  bodies  and 
therefore  has  a  sparing  value.  Corresponding  with  this,  as  is  well  known,  a 
deposition  of  fat  may  take  place  in  the  body  under  the  influence  of  alcohol. 
The  nutritive  value  of  alcohol  may  be  of  essential  importance  only  in  certain 
cases,  as  large  quantities  of  alcohol  taken  at  a  time,  or  the  continued  use  of 
smaller  quantities,  has  an  injurious  action  on  the  organism.  Alcohol  may 
therefore  be  regarded  as  a  foodstuff  only  in  exceptional  cases,  and  in  other 
respects  must  be  considered  as  an  article  of  luxury. 

Coffee  and  tea  have  no  positively  proved  action  on  the  exchange  of 
material,  and  their  importance  lies  chiefly  in  their  action  upon  the  nervous 
system.  It  is  impossible  to  enter  into  the  action  of  various  therapeutic 
agents  upon  metabolism. 


V.  The  Dependence  of  Metabolism  on  Other  Conditions. 

The  previously  mentioned  so-called  abstinence  value,  i.e.,  the  extent  of 
metabolism  with  absolute  bodily  rest  and  inactivity  of  the  intestinal  tract, 
serves  best  as  a  starting-point  for  the  study  of  metabolism  under  various 
external  circumstances.  The  metabolism  going  on  under  these  conditions 
leads  in  the  first  place  to  the  production  of  heat,  and  it  is  only  to  a  sub- 
ordinate degree  dependent  upon  the  work  of  the  circulatory  and  respiratory 
apparatus  and  the  activity  of  the  glands.     According  to  a  calculation  by 

■  Fokker,  cited  from  Voit  in  Hermann's  Handbuch,  Bd.  6,  8.  170  ;  Munk,  Du  Bois- 
Eeymond's  Arch.,  1879. 

»  Journ.  of  Physiol.,  Vol.  12.  See  also  Bonogany  and  Tibald,  Maly's  Jahresber., 
Bd.  24,  and  StrSm,  ibid. 

'  Zuntz,  Maly's  Jahresber.,  Bd.  17 ;  Geppert,  Arch.  f.  exp.  Path.  u.  Pharm.,  Bd.  22. 
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ZuNTZ,'  only  10-20^  of  the  total  calories  of  tlie  abstinence  value  belongs  to 
the  circulation  and  respiration  work. 

The  magnitude  of  the  abstinence  value  depends  in  the  first  place  upon 
the  heat  production  necessary  to  cover  the  loss  of  heat,  and  this  heat  pro- 
duction is  in  turn  dependent  upon  the  relationship  between  the  weight  of 
body  and  the  surface  of  the  body. 

Weight  of  Body  and  Age.  The  greater  the  mass  of  the  body  the  greater 
the  absolute  consumption  of  material;  while  on  the  contrary,  other  things 
being  equal,  a  small  individual  of  the  same  species  of  animals  metabolizes 
absolutely  less,  but  relatively  more  as  compared  with  the  unit  of  the  weight 
of  the  body.  It  must  be  remarked  that  we  mean  flesh  weight  when  we  say 
body  weight.  The  extent  of  the  metabolism  is  dependent  npon  the 
quantity  of  living  cells,  and  a  very  fat  individual  therefore  decomposes  less 
substance  per  kilo  than  a  lean  person  of  the  same  weight  of  body.  In 
women,  who  generally  have  less  bodily  weight  and  a  greater  quantity  of  fat 
than  men,  the  metabolism  in  general  is  smaller,  and  the  latter  is  ordinarily 
about  ^  of  that  of  men. 

The  question  as  to  what  extent  gender  specially  influences  metabolism 
remains  to  be  investigated.  Tigbestudt  and  SouDEif'  found  that  in 
the  young  the  carbon  dioxide  elimination,  per  kilo  of  body  weight  as  well  as 
per  square  metre  of  body  surface,  was  considerably  greater  in  males  than  in 
females  of  the  same  age  and  the  same  weight  of  body.  This  difference 
between  the  two  sexes  seems  to  disappear  gradually,  and  at  old  age  it  entirely 
disappears. 

The  essential  reason  why  small  animals  decompose  relatively  more  sub- 
stance, as  calculated  on  the  kilos  of  the  body,  than  large  ones  is  that 
the  smaller  animals  have  greater  bodily  surface  in  proportion  to  their  mass. 
On  this  account  the  loss  of  heat  is  greater,  which  causes  increased  heat  pro- 
duction, i.e.,  a  more  active  metabolism.  This  is  also  the  reason  why  young 
individuals  of  the  same  kind  show  a  relatively  greater  decomposition  than 
older  ones.  If  we  calculate  the  heat  production  and  carbon-dioxide  elimi- 
nation on  the  unit  of  surface  of  body,  we  find,  on  the  contrary,  as  the 
experiments  of  Eubner  upon  human  beings  and  Kichbt  *  upon  dogs  show, 
that  they  vary  only  very  little  from  a  certain  average  in  individuals  of 
different  weights. 

According  to  Tigerstedt  and  SouDEir  the  greater  metabolism  in  young 
animals  depends  nevertheless  also  in  part  on  the  fact  that  in  these  indi- 
viduals  the   decomposition   in   itself   is   more   active  than  in  older  ones. 

'  Cited  from  v.  Noorden,  Lehrbuch,  S.  97. 
'  Hkand.  Arch.  f.  Physiol.,  Bd.  6. 

» Rubner,   Zeitschr.  f.  Biologie,   Bdd.  21  and  19  ;  Richet,  Arch,  de  Physiol.  (5), 
Tome  3. 
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The  period  of  growth  has  a  considerable  iaflaence  on  the  extent  of  meta- 
bolism (in  man),  and  indeed  the  metabolism,  even  when  calculated  on  the 
unit  of  surface  of  body,  is  greater  in  youth  than  in  age.' 

The  more  active  metabolism  in  young  individuals  is  apparent  when  we 
measure  the  gaseous  exchange  as  well  as  the  elimination  of  nitrogen.  As 
example  of  the  elimination  of  urea  in  children  the  following  results  of 
Camebbr  "  are  of  value : 

Table  X. 

Age.  Weight  of  Body  in  Eilos.  Urea  in  grms. 

Per  Day.  Per  Kilo. 

Hyears 10.80  12.10  1.35 

3  "     13.30  11.10  0.90 

5  "     16.30  12.37  0.76 

7  "     18.80  14.05  0.75 

9  "     25.10  17.27  0.69 

13i  "     32.60  17.79  0.54 

15  "     35.70  17.78  0.50 

In  adults  weighing  about  70  kilos  from  30  to  35  grms.  urea  per  day  is 
eliminated,  or  0.5  grm.  per  kilo.  At  about  15  years  of  age  the  destruction 
of  proteids  per  kilo  is  about  the  same  as  in  adults.  The  relatively  greater 
metabolism  of  proteids  in  young  individuals  is  explained  partly  by  the  fact 
that  the  metabolism  of  material  in  general  is  more  active  in  young  animals, 
and  partly  by  the  fact  that  young  animals  are  as  a  rule  poorer  in  fat  than 
those  full  grown. 

As  the  metabolism  may  be  kept  at  its  lowest  point  by  absolute  rest  of 
body  and  inactivity  of  the  intestinal  tract,  it  is  manifest  that  work  and  the 
taking  up  of  food  have  an  important  bearing  on  the  extent  of  metabolism. 

Best  and  Work.  During  work  a  greater  quantity  of  potential  energy  is 
converted  into  living  force,  i.e.,  the  metabolism  is  increased  more  or  less  on 
account  of  work. 

As  explained  in  a  previous  chapter  (XI)  work,  according  to  the  generally 
accepted  view,  has  no  material  influence  on  the  elimination  of  nitrogen. 
It  is  nevertheless  true  that  several  investigators  have  observed  in  certain 
cases  an  increased  elimination  of  nitrogen;  but  these  observations  have 
been  explained  in  other  ways.  For  instance,  work  may,  when  it  is  con- 
nected with  violent  movements  of  the  body,  easily  cause  dyspnoea,  and 
this  last,  as  Feankel  "  has  shown,  may  cause  an  increase  in  the  elimination 
of  nitrogen,  since  diminution  of  the  oxygen  supply  increases  the  proteid 
metabolism.  In  others  series  of  experiments  the  quantity  of  carbohydrates 
and  fats  in  the  food  was  not  suflB.cient;  the  supply  of  fat  in  the  body 
was  decreased  thereby,  and  the  destruction  of  proteids  was  correspond-  / 
ingly  increased.     Work  may  also   increase  the  appetite,  and   an   increase 

'  This  statement  is  disputed  by  Camerer,  Zeitsclir.  f.  Biologie,  Bd.  33. 
2  Zeitschr.  f.  Biologie,  Bdd.  16  and.  20. 
'  Vircbow's  Aich.,  Bdd.  67  u.  71. 
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in  the  elimination  of  nitrogen  may  be  caused  by  the  greater  quantity  of 
proteids  taken.  According  to  the  generally  accepted  views  muscular  activity 
has  hardly  any  influence  on  the  metabolism  of  proteids. 

On  the  contrary,  work  has  a  very  considerable  influence  on  the  elimina- 
tion of  carbon  dioxide  and  the  consumption  of  oxygen.  This  action,  which 
was  first  observed  by  Lavoisier,  has  recently  been  confirmed  by  many 
investigators.  Pbttekkofek  and  Voit'  have  made  investigations  on  a 
full-grown  man  as  to  the  metabolism  of  the  nitrogenous  as  well  as  of  the 
non-nitrogenous  bodies  during  rest  and  work,  partly  while  fasting  and 
partly  on  a  mixed  diet.  The  experiments  were  made  on  a  full-grown  man 
weighing  70  kilos.     The  results  are  contained  in  the  following  table: 

Table  XI. 

Consumption  of 
Proteids.        I'at.    Carbohydrates.    COj  eliminated.    O  consumed 

*"^"°S  ••■ -j-vyork 75  380  ...  1187  1071 

Mixed  diet  i^^^* 137  72  352  912  831 


In  these  cases  work  did  not  seem  to  have  any  influence  on  the  destruc- 
tion of  proteids,  while  the  gas  exchange  was  considerably  increased. 

ZuNTZ  and  his  pupils "  have  made  very  important  investigations  into  the 
extent  of  the  exchange  of  gas  as  a  measure  of  metabolism  during  work  and 
caused  by  work,  using  Zuntz-Gbppeet's  method  (see  page  544).  These 
investigations  not  only  show  the  important  influence  of  muscular  work  on 
the  decomposition  of  material,  but  they  also  show  in  a  very  instructive  way 
the  relationship  between  the  extent  of  metabolism  of  material  and  useful 
work  of  various  kinds.  We  can  only  refer  to  these  important  investigations, 
which  are  of  special  physiological  interest. 

The  action  of  muscular  work  on  the  gas  exchange  does  not  alone  appear 
with  hard  work.  From  the  researches  of  Speck  and  others  we  learn  that 
even  very  small,  apparently  quite  unessential  movements  may  increase  the 
production  of  carbon  dioxide  to  such  an  extent  that  by  not  observing  these, 
as  in  numerous  older  experiments,  very  considerable  errors  may  creep  in. 
Johansson  '  has  also  made  experiments  upon  himself,  and  finds  that  on 
the  production  of  as  complete  a  muscje  inactivity  as  possible  the  ordinary 
amount  of  carbon  dioxide   (31.2  grms.  per  hour  at  rest  in  the  ordinary 

'  Zeitschr.  f.  Blologie,  Bd.  2. 

'See  the  works  of  Zuntz  and  Lehmann,  Maly's  Jnhresber.,  Bd.  19;  Katzenstein, 
PflUger's  Arch.,  Bd.  49  ;  Loewy,  ibid.;  Zuutz,  ibid.,  Bd.  68,  and  especially  the  large 
work  "  Untersuch.  fiber  den  StofEwechsel  des  Pferdes  bei  Ruhe  und  Arbeit,"  Zuntz  and 
Hagemann,  Berlin,  1898,  which  also  contains  a  bibliography. 

•Nord.  Med.  Arkiv.  Pestband,  1897;  also  Maly's  Jahresber.,  Bd.  37;  Speck, 
"Ph.ysiol.  des  menschl.  Athmens."    Leipzig,  1893. 
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sense)  may  be  reduced  nearly  one  third,  or  an  average  of  22  grms.  per 
hour. 

The  quantity  of  carbon  dioxide  eliminated  during  a  working  period  is 
uniformly  greater  than  the  quantity  of  oxygen  taken  up  at  the  same  time, 
and  hence  a  raising  of  the  respiratory  quotient  was  formerly  usually  con- 
sidered as  caused  by  work.  This  rise  does  not  seem  to  be  based  upon  the 
kind  of  chemical  processes  going  on  during  work,  as  we  have  a  series  of 
experiments  made  by  ZuKTZ,  Lbhmastm',  and  Katzbnsteik  '  in  which  the 
respiratory  quotient  remained  almost  wholly  unchanged  in  spite  of  work. 
According  to  Lobwt  '  the  combustion  processes  in  the  animal  body  go  on 
in  the  same  way  in  work  as  in  rest,  and  a  raising  of  the  respiratory  quotient 
(irrespective  of  the  transient  change  in  the  respiratory  mechanism)  takes 
place  only  with  insufl&cient  supply  of  oxygen  to  the  muscles,  as  in  contin- 
uous fatiguing  work  or  excessive  muscular  activity  for  a  brief  period,  also  with 
local  lack  of  oxygen  caused  by  excessive  work  of  certain  groups  of  muscles. 
This  varying  condition  of  the  respiratory  quotient  has  been  explained  by 
Katzeksteik  by  the  statement  that  during  work  two  kinds  of  chemical 
processes  act  side  by  side.  The  one  depends  upon  the  work  which  is  con- 
nected with  the  production  of  carbon  dioxide  also  in  the  ■  absence  of  free 
oxygen,  while  the  other  brings  about  the  regeneration  which  takes  place  by 
the  taking  up  of  oxygen.  When  these  two  chief  kinds  of  chemical  processes 
make  the  same  progress  the  respiratory  quotient  remains  unchanged  during 
work ;  if  by  hard  work  the  decomposition  is  increased  as  compared  with  the 
regeneration,  then  a  raising  of  the  respiratory  quotient  takes  place. 

The  theory  of  Loewy  and  Zuntz  that  the  raising  of  the  respiratory 
quotient  during  work  is  to  be  explained  by  an  insufficient  supply  of 
oxygen  is  opposed  by  Laulau^ie.'  He  has  observed  the  reverse,  namely,  a 
diminution  in  the  respiratory  quotient  during  continuous,  excessive  work, 
and  this  is  not  reconcilable  with  the  above  statements.  According  to 
Laulanie,  who  considers  sugar  as  the  source  of  muscular  energy,  the  rise 
in  the  respiratory  quotient  is  due  to  an  increased  combustion  of  sugar. 
The  diminution  of  the  same  he  explains  by  a  re-formation  of  sugar  from  fat 
which  takes  place  at  the  same  time  and  is  accompanied  with  an  increased, 
consumption  of  oxygen. 

In  sleep  metabolism  decreases  as  compared  with  that  during  waking, 
and  the  most  essential  reason  for  this  is  the  muscular  inactivity  during  sleep. 
The  investigations  of  Eubner  upon  a  dog,  and  of  Johansson  *  npon  human 


'  See  foot-note  2,  page  580. 
■^  Pflilger's  Arch.,  Bd.  49. 
3  Arch,  de  Physiol.  (5),  Tome  8,  p.  572. 

*Rubner,  Ludwig-Fest^hr.,  1887;  Loewy,  Berl.  klin.  Wochenschr.,  1891,  S.  434; 
Johansson,  Skand.  Arch.  f.  Physiol.,  Bd.  8. 
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beings,  teach  us  that  if  the  muscular  work  is  eliminated  the  metabolism 
during  waking  is  not  greater  than  in  sleep. 

The  action  of  light  also  stands  in  close  connection  with  the  question  of 
the  action  of  muscular  work.  It  seems  positively  proved  that  metabolism  is 
Increased  under  the  iniinence  of  light.  Most  investigators,  such  as  Speck, 
LoEB,  and  Ewald,'  consider  that  this  increase  is  due  to  the  movements 
caused  by  the  light  or  an  increased  muscle  tonus.  Pubini  and  Beni- 
DiCENTi '  assume  that  the  increase  in  metabolism  due  to  light  is  independent 
of  the  movements.  They  base  this  assumption  on  experiments  made  on 
hibernating  animals. 

Mental  activity  does  not  seem  to  have  any  influence  on  metabolism. 

Action  of  the  External  Temperature.  In  cold-blooded  animals  the  pro- 
■duotion  of  carbon  dioxide  increases  and  decreases  with  the  rise  and  fall  of 
the  surrounding  temperature.  In  warm-blooded  animals  this  condition  is 
the  reverse.  By  the  investigations  of  LuDWia  and  Sandees-Ezn,  Pflugee 
and  his  pupils,  and  Duke  Charles  Theodokb  of  Bavaria  and  others,'  it 
has  been  demonstrated  that  in  warm-blooded  animals  the  change  in  the 
external  temperature  has  different  results  according  as  the  animal's  own 
heat  remains  the  same  or  changes.  If  the  temperature  of  the  animal  sinks, 
the  elimination  of  carbon  dioxide  decreases;  if  the  temperature  rises,  the 
elimination  of  CO,  increases.  If,  on  the  contrary,  the  temperature  of  the 
body  remains  unchanged,  then  the  elimination  of  carbon  dioxide  increases 
with  a  lower  and  decreases  with  a  higher  external  temperature.  This  fact 
may  be  explained,  according  to  Pflugee  and  Zuntz,  by  the  statement  that 
the  low  temperature,  by  exciting  a  reflex  action  in  the  sensitive  nerves  of 
the  skin,  causes  an  increased  metabolism  in  the  muscles  with  an  increased 
production  of  heat,  affecting  the  temperature  of  the  body,  while  with  a 
higher  external  temperature  the  reverse  takes  place.  The  experiments 
made  upon  animals  are  somewhat  uncertain  for  several  reasons,  but  the 
determinations  of  the  oxygen  absorption,  as  well  as  the  elimination  of  CO,, 
made  by  Speck,  Loewt,  and  Johansson^'  in  human  beings,  have 
^hown  that  cold  does  not  produce  any  essential  increase  in  the  metabolism 
of  man.  The  irritation  caused  by  cold  may  reflexly  cause  a  forced  respira- 
tion with  an  action  on  the  gas  exchange,  and  weak  reflex  muscular  move- 
ments, such  as  shivering,  trembling,  etc.,  may  cause  an  insignificant 
increase  in  the  elimination  of  carbon  dioxide;  in  complete  muscular  in- 
activity cold  seems  to  cause  no  increased  absorption  of  oxygen  or  increased 

'  Speck,  1.  c;  Loeb,  Pflilger's  Avch.,  Bd.  42  ;  Bwald,  Journ  of  Physiol.,  Vol.  13. 

'  Cited  from  Maly's  Jahresber.,  Bd.  22,  S.  395. 

'  The  pertinent  literature  may  be  found  cited  by  Voit  in  Hermann's  Handbuch,  Bd. 
■6,  and  also  by  Speck,  1.  c. 

*  Speck,  1.  c;  Loewy,  Pflilger's  Arch.,  Bd.  46  ;  Johansson,  Skand.  Arch.  f.  Physiol., 
Bd.  7. 
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metabolism.  Eykmait's  '  experiments  upon  inhabitants  of  the  tropics  also 
show  the  same  result,  namely,  that  in  human  beings  no  apreciable  chemical 
heat  regulation  occurs. 

Metabolism  is  increased  by  the  partaking  of  food,  and  Zttbttz  '  has  cal- 
culated that  in  man  the  consumption  of  oxygen  is  raised  oa  an  average  15^ 
above  the  amount  during  rest  for  about  6  hours  after  taking  a  moderately 
hearty  meal.  This  increase  in  the  metabolism  is  caused,  according  to  the 
generally  accepted  view  of  Speck,  probably  only  by  the  increased  work  of 
the  digestive  apparatus  on  the  partaking  of  food.  Ejasaktzeff  has  shown 
that  the  extent  of  nitrogen  elimination  is  proportional  to  the  intensity  of 
the  digestive  work. 

VI.  The  Necessity  of  Food  by  Man  under  Various 

Conditions. 

Various  attempts  have  been  made  to  determine  the  daily  quantity  of 
organic  food  needed  by  man.  ,  Certain  inyestigators  have  calculated,  from 
the  total  consumption  of  food  by  a  large  number  of  similarly  fed  individuals, 
soldier,  sailors,  laborers,  etc.,  the  average  quantity  of  foodstuffs  required 
per  head.  •  Others  have  calculated  the  daily  demand  of  food  from  the 
quantity  of  carbon  and  nitrogen  in  the  excreta.  Others,  again,  have  calcu- 
lated the  quantity  of  nutritive  material  in  a  diet  by  which  an  equilibrium 
was  maintained  in  the  individual  for  one  or  several  days  between  the  con- 
sumption and  the  elimination  of  carbon  and  nitrogen.  Lastly,  others  still 
have  quantitatively  determined  daring  a  period  of  several  days  the  organic 
foodstuffs  consumed  daily  by  persons  of  various  occupations  who  chose 
their  own  food,  by  which  they  were  well  nourished  and  rendered  fully 
capable  of  labor. 

Among  these  methods  a  few  are  not  quite  free  from  objection,  and  others 
have  ]iot  as  yet  been  tried  on  a  sufficiently  large  scale.  Nevertheless  the 
experiments  collected  thus  far  serve,  partly  because  of  their  number  and 
partly  because  of  the  methods,  to  correct  and  control  one  another,  and  also^ 
serve  as  a  good  starting-point  in  determining  the  diet  of  various  classes  and 
similar  questions. 

If  the  quantity  of  foodstuffs  taken  daily  be  converted  into  calories 
produced  during  physiological  combustion,  we  then  obtain  some  idea  of 
the  sum  of  the  chemical  potential  energy  which  under  varying  con- 
ditions is  introduced  into  the  body.  It  must  not  be  forgotten  that  the 
food  is  never  completely  absorbed,  and  that  undigested  or  unabsorbed 
residues  are  always  expelled  from  the  body  with  the  fseoes.     The  gross. 

>  Virchow's  Arch.,  Bd.  133,  and  Pfliiger's  Arch.,  Bd.  64. 

=  Zuntz  and  Levy,   "  Beitrag  zur  Kenntniss  d.  Verdaulichkeit,  etc.,  des  Brodes,"', 
Pfliiger's  Arch. ,  Bd.  49. 
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results  of  calories  calculated  from  the  food  taken  must  therefore,  according 
to  EuBNEK,  be  diminished  at  least  8^. 

The  following  summary  contains  certaiu  examples  of  the  quantity  of 
food  -which  is  consumed  by  individuals  of 'various  classes  under  diEEerent 
conditions.  In  the  last  column  we  also  find  the  quantity  of  living  force 
which  corresponds  to  the  quantity  of  food  ia  question,  calculated  as  calories, 
with  the  above-stated  correction.  The  calories  are  therefore  net  results, 
while  the  figures  for  the  nutritive  bodies  are  gross  results. 

Table  XII. 

Proteids.     Tat.  jjy^ra^es.  Calories.       Authority. 

Soldier  during  peace 119  40  529  2784  Playpair.' 

"      light  service 117  35  447  2424  Hildkshbim. 

"      infield 146  46  504  2852 

Laborer 130  40  550  2903  Moleschott. 

"      at  rest 137  72  352  2458  Pbttenkofbr  &  Voit. 

Cabinet-maker  (40  years)...  131  68  494  2835  Fokster.* 

Young  physician 127  89  362  260i8 

134  102  293  2476 

Laborer 133  95  422  3902 

English  smith 176  71  666  3780  Platpair. 

pugilist 288  88  93  2189 

Bavarian  wood-chopper. . . .  135  208  876  5589  Liebig. 

Laborer  in  Silesia 80  16  552  2518  Meinert." 

Seamstress  in  London 54  29  292  1688  Playfair. 

Swedish  laborer 134  79  485  3019  Hultgren  &  Landergren.* 

Japanese  student 83  14  622  2779  Eijkman.' 

"        shopman 55  6  394  1744  Tawaka.' 

It  is  evident  that  persons  of  essentially  difEerent  weight,  of  body  who  live 
under  unequal  external  conditions  must  need  essentially  difEerent  food.  It 
is  also  to  be  expected  (and  this  is  confirmed  by  the  table)  that  not  only  the 
absolute  quantity  of  food  consumed  by  various  persons,  but  also  the  relative 
proportion  of  the  various  organic  nutritive  substances,  shows  considerable 
variation.  Eesults  for  the  daily  need  of  human  beings  in  general  cannot 
be  given.  For  certain  classes,  such  as  soldiers,  laborers,  etc.,  results  may 
be  given  which  are  valuable  for  the  calculation  of  the  daily  rations. 

Based  on  extensive  investigations  and  a  very  wide  experience,  Voit  has 
proposed  the  following  average  quantities  for  the  daily  diet  of  adults: 

Proteids.  Fat.  Carbohi'drates.    Calories. 

For  men 118  grms.  56  grms.  500  grms.  2810 

But   it   should   be  remarked   that   these  data  relate  to  a  man  weigh- 

'  In  regard  to  the  older  researches  cited  in  this  table  we  refer  the  reader  to  Voit  in 
Hermann's  Handbuch,  Bd.  6,  S.  519. 

'  Ibid.,  and  Zeltschr.  f.  Biologic,  Bd.  9. 

•  Armee-  und  Volksernahrung.     Berlin,  1880. 

*  Untersuchung  liber  die  Ernahruug  schwedischer  Arbeiter  bei  frei  gewahlter  Kost. 
Stockholm,  1891.     Maly,  Jahresber.  Bd.  21. 

«  Cited  from  KcUner  and  Mori  in  Zeitschr.  f.  Biologic,  Bd.  35. 


586  METABOLISM. 

ing  70  to  75  kilos  and  who  was  engaged  daily  for  ten  hours  in  not  too 
fatiguing  labor. 

The  quantity  of  food  required  by  a  woman  engaged  in  moderate  work  is 
about  four  fifths  that  of  a  laboring  man,  and  we  may  consider  the  following 
as  a  daily  diet  with  moderate  work: 

Proteids.  Fat.  Carbohydrates.    Calories. 

For  women 94  grms.  45  grms.  400  grms.  2340 

The  proportion  of  fat  to  carbohydrates  is  here  as  1  :  8-9.  Such  a  pro- 
portion occurs  often  in  the  food  of  the  poorer  classes,  while  the  ratio  in  the 
food  of  wealthier  persons  is  1  :  3-4.  The  maximum  quantity  of  carbo- 
hydrates in  the  food  must,  according  to  VoiT,  not  be  above  500  grms. ;  and 
as  the  carbohydrates  besides  constitute  the  chief  part  of  the  often  very  bulky 
vegetable  foods,  it  has  been  suggested  for  this  and  other  grounds  to  increase 
the  quantity  of  fat  at  the  expense  of  the  carbohydrates  in  such  rations. 
But  because  of  the  high  price  of  fat  such  a  modification  cannot  always  be 
made. 

In  examining  the  above  numbers  for  the  daily  rations  it  must  not  be 
forgotten  that  the  figures  for  the  various  foodstuffs  are  gross  results.  They 
consequently  represent  the  quantity  of  these  which  must  be  taken  in,  and 
not  those  which  are  really  absorbed.  The  figures  for  the  calories  are,  on 
the  contrary,  net  results. 

The  various  foods  are,  as  is  well  known,  not  equally  digested  and 
absorbed,  and  in  general  the  vegetable  foods  are  less  completely  consumed 
than  animal  foods.  This  is  especially  true  of  the  proteids.  When,  there- 
fore, VoiT,  as  above  stated,  calculates  the  daily  quantity  of  proteids  needed 
by  a  laborer  as  118  grms.,  he  starts  with  the  supposition  that  the  diet  is  a 
mixed  animal  and  vegetable  one,  and  also  that  of  the  above  118  grms. 
about  105  grms.  are  absorbed.  The  results  obtained  by  Pflugbr  and  his 
pupils  BoHLAND  and  Blbibtkeu  '  of  the  extent  of  the  metabolism  of 
proteids  in  man  with  an  optional  and  sufficient  diet  correspond  well  with 
the  above  figures,  when  the  unequal  weight  of  body  of  the  various  persons 
experimented  upon  is  sufficiently  considered. 

As  a  rule,  the  more  exclusively  a  vegetable  food  is  employed,  the 
smaller  is  the  quantity  of  proteids  in  the  same.  The  strictly  vegetable  diet 
of  certain  people,  as  that  of  the  Japanese  and  of  the  so-called  vegetarians, 
is  therefore  a  proof  that,  if  the  quantity  of  food  be  sufficient,  a  person  may 
exist  on  considerably  smaller  quantities  of  proteids  than  Voit  suggests.  It 
follows  from  the  investigations  of  Hirschfbld,  Kukagawa,  and  Klbm- 
PEEEK  (see  page  574)  that  a  nearly  complete  or  indeed  a  complete  nitroge- 
nous equilibrium  may  be  attained  by  the  sufficient  administration  of  non- 
nitrogenous  nutritive  bodies  with  relatively  very  small  quantities  of  proteids. 

'  Bohland,  PflUger's  Arch.,  Bd.  36  ;  Bleibtreu,  Md.,  Bd.  38. 
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If  we  bear  in  mind  that  the  food  of  people  of  different  countries  varies 
greatly,  and  that  the  individual  also  takes  essentially  different  nourishment 
according  to  the  external  conditions  of  living  and  the  influence  of  climate, 
it  is  not  remarkable  that  a  person  accustomed  to  a  mixed  diet  can  exist  for 
some  time  on  a  strictly  vegetable  diet  deficient  in  proteids.  No  one  doubts 
the  ability  of  man  to  adapt  himself  to  a  heterogeneously  composed  diet 
when  this  is  not  too  difiBcnlt  of  digestion  and  is  sufficient  in  quantity  ;  but 
this  ability  does  not  furnish  a  good  reason  for  essentially  altering  the  figures 
suggested  by  Voit.  Although  man  may  be  satisfied  under  certain  circum- 
stances with  a  smaller  quantity  of  proteid  than  that  calculated  by  Voit, 
-  still  it  does  not  follow  that  such  a  diet  is  also  the  most  serviceable.  Voit's 
figures  are  only  given  for  certain  cases  or  certain  categories  of  human  beings. 
It  is  apparent  that  other  figures  must  be  taken  for  other  cases,  and  it  is 
evident  that  the  daily  ration  given  by  Voit  as  necessary  for  a  laborer  must 
be  altered  slightly  for  other  countries  because  of  the  existing  conditions  in 
middle  Europe,  where  Voit  made  his  investigations.  The  numerous  com- 
pilations (of  Atwater  and  others ')  on  the  diet  of  different  families  in 
America  have  given  the  figures  97-113  grms.  proteid  for  a  man,  and  the 
very  careful  investigations  of  Hultgren'  and  LANDEEGEEif  have  shown 
that  the  laborer  in  Sweden  with  moderate  work  and  an  average  body 
weight  of  70.3  kilos,  with  optional  diet,  partakes  134  grms.  proteid,  79 
grms.  fat,  and  522  grms.  carbohydrates.  The  quantity  of  proteid  is  here 
greater  than  is  necessary  according  to  Voit.  On  the  other  hand  Lapicque  ' 
found  67  grms.  proteid  for  Abyssinians  and  81  grms.  for  Malaysiaus  (per 
l)ody  weight  of  70 'kilos),  materially  lower  figures. 

If  we  compare  the  figures  of  Table  XII  with  the  average  figures  proposed 
by  Voit  for  the  daily  diet  of  a  laborer,  it  would  seem  at  the  first  glance  as 
if  the  consumed  food  in  certain  cases  was  considerably  in  excess  of  the  need, 
while  in  other  cases,  as  for  instance  that  of  a  seamstress  in  London,  it  was 
entirely  insufiicient.  A  positive  conclusion  cannot,  therefore,  be  drawn  if 
we  do  not  know  the  weight  of  the  body,  as  well  as  the  labor  performed  by 
the  person,  and  also  the  conditions  of  living.  It  is  certainly  true  that  the 
amount  of  nutriment  required  by  the  body  is  not  directly  proportional  to 
the  bodily  weight,  for  a  small  body  consumes  relatively  more  substance  than 
a  larger  one,  and  varying  quantities  of  fat  may  also  cause  a  difference;  but 
a  large  body,  which  must  maintain  a  greater  quantity,  consumes  an  abso- 
lutely greater  quantity  of  substance  than  a  small  one,  and  in  estimating  the 
nutritive   need   one  must  also  always  consider  the  weight  of  the  body. 

•  Atwater,  Report  of  the  Storrs  Agric.  Expt.  Station,  Conn.,  1891-1895  and  1896  ; 
also  Nutrition  Investigations  at  the  University  of  Tennessee,  1896  and  1897  ;  U.  S. 
Depart,  of  Agriculture,  Bull.  53,  1898. 

'  Hultgren  and  Landergren,  1.  c. ;  Lapicque,  Arch,  de  Pliysiol.  (5),  Tome  6. 
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According  to  VoiT,  the  diet  for  a  laborer  with  70  kilos  bodily  weight 
requires  40  calories  for  each  kilo.  Ordinarily  in  resting  human  beings 
the  nutritive  demand  is  generally  calculated  as  30  calories  per  kilo.  The 
minimum  figure  for  metabolism  daring  sleep  and  in  as  complete  rest  as 
possible  has  been  found  by  Sokden,  Tigeb'stedx  and  Johansson  '  to  be 
34-35  calories. 

As  several  times  stated  above,  the  demands  of  the  body  for  nourishment 
vary  with  difEerent  conditions  of  the  body.  Among  these  conditions  twa 
are  especially  important,  namely,  work  and  rest. 

In  a  previous  chapter,  in  which  muscular  labor  was  spoken  of,  it  was 
seen  that  the  generally  accepted  view  is  that  non-nitrogenous  food  is  the 
most  essential,  if  not  the  sole,  source  of  muscular  force.  As  a  natural 
sequence  it  is  to  be  expected  that  in  activity  the  non-nitrogenous  foods 
before  all  must  be  increased  in  the  daily  rations. 

Still  this  does  not  seem  to  hold  true  in  daily  experience.  It  is  a  well- 
known  fact  that  hard-working  individuals — men  and  animals — require  a- 
greater  quantity  of  proteids  in  the  food  than  less  active  ones.  This  contra- 
diction is,  however,  only  apparent,  and  it  depends,  as  VoiT  has  shown,  upon 
the  fact  that  individuals  used  to  violent  work  are  more  muscular.  For 
this  reason  a  person  performing  severe  muscular  labor  requires  food  contain- 
ing a  larger  proportion  of  proteids  than  an  individual  whose  occupation 
demands  less  violent  exertion.  Another  question  is,  how  should  the 
relative  and  absolute  quantity  of  food  be  changed  if  increased  exertion  be 
demanded  of  one  and  the  same  individual  ? 

An  answer  based  upon  experience  may  be  found  in  statistics  concerning 
the  maintenance  of  soldiers  in  peace  and  war.  Many  such  data  are  obtain- 
able. In  a  critical  examination  of  the  same  it  is  found  that  in  war  rations 
the  quantity  of  non-nitrogenous  bodies  as  compared  with  the  proteids 
is  only  increased  in  exceptional  cases,  while  usually  the  reverse  is  the  case. 
Even  in  these  cases  the  actual  proportion  does  not  correspond  with  the 
theoretical  demand,  upon  which,  however,  too  great  stress  must  not  be 
laid,  since  in  the  case  of  soldiers  in  the  field  many  other  circumstances 
are  to  be  considered,  such  as  the  volume  and  weight  of  the  food,  etc.,  etc.^ 
which  cannot  here  be  more  closely  discussed.  The  following  table  shows 
the  average  results  of  soldiers'  rations  in  war  and  peace  from  the  data  given 
for  various  countries."  These  average  results  also  include  the  figures  for 
Sweden. 


'  Sonden  and  Tigerstedt,  Skand.  Arch.  f.  Physiol.,  Bd.  6  ;  Johansson,  ibid.,  Bd.  7; 
Tigerstedt,  Nord.  Med.  Arkiv.  Festband,  1897. 

'  Germany,  Austria,  Switzerland,  France,  Italy,  Russia,  and  the  United  States. 
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Table  XIII. 

A.  Peace  Ration.  B.  War  Ration. 

Proteids.  Fat.  Carb.  Proteids.  Fat.  Carb. 

Minimum 108  32  504               126  38  484 

Maximum 165  97  731               197  95  688 

Mean 130  40  551               146  59  557 

Sweden 179  102  591               202  137  565 

If  we  do  not  consider  the  very  liberal  rations  for  the  soldier  in 
Sweden,  and  if  we  simply  adhere  to  the  above  mean  figares,  we  obtain  the 
following  resnlts  for  the  daily  rations : 

Proteids.  Fat.  Carb.  Calories. 

In  peace 180  40  551  2900 

Inwar 146  59  557  3250 

If  we  calculate  the  fat  in  its  equivalent  quantity  of  starch,  then  the 
relation  of  the  proteids  to  the  non-nitrogenous  foods  is : 

In  peace 1  ;  4.97 

In  war 1  : 4.79 

The  proportion  is  nearly  the  same  in  both  cases ;  the  slight  difEerence 
which  occurs  shows  a  trifling  relative  increase  in  the  proteids  in  the' war 
ration.  On  the  contrary,  as  is  especially  apparent  from  the  total  of  the 
calories,  the  total  quantity  of  nutritive  bodies  is  greater  in  the  war  than  in 
the  peace  ration. 

As  more  work  requires  an  increase  in  the  absolute  quantity  of  food,  so 

the  quantity  of  food  must  be  diminished  when  little  work  is  performed. 

The  question  as  to  how  far  this  can  be  done  is  of  importance  in  regard  to 

the  diet  in  prisons  and  poorhouses.    "We  give  below  the  following  as  example 

of  such  diets: 

Table  XIV. 

Proteids.       Fat.  Carb.  Calories. 

Prisoner  (not  working) 87  22  305  1667    Schttster.' 

....  85  30  300  1709    Voit. 

Man  in  poorhouse ...92  45  333  1985    Pohstbr.* 

Woman  in    "        80  49  366  1735 

The  figures  given  by  Voit  are,  he  says,  the  lowest  reported  for  a  non- 
working  prisoner.  He  considers  the  following  as  the  lowest  diet  for  old 
non- working  people : 

Proteids.        Fat.  Carb.         Calories. 

Men 90  40  350  2200 

"Women 80  35  300  1733 

In  calculating  the  daily  diet  it  is  in  most  cases  sufficient  to  ascertain 
how  much  of  the  various  foodstuffs  must  be  daily  administered  to  the 
body  to  keep  it  in  the  proper  condition  to  perform  the  work  required 
of  it.     In  other  cases  it  may  be  a  question  of  improving  the  nutritive  condi- 

m  •  ■ — ' ~ 

'  See  Voit,  Untersuchung  der  Kost.     MUnchen,  1877.     8.  143. 
•     '76jrf..  S.  186. 
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tion  of  the  body  by  properly  selected  food ;  bat  we  also  have  cases  in  which 
it  is  desired  to  diminish  the  mass  or  weight  of  the  body  by  an  insufficient 
nutrition.  This  is  especially  the  case  in  obesity,  and  all  the  dietaries 
proposed  for  this  purpose  are  chiefly  starvation  cures. 

The  oldest  and  most  generally  known  diet  cure  for  corpulency  is  that  of 
Haevet,  which  is  ordinarily  called  the  Bantikg  method.  The  principle 
of  this  cure  consists  in  increasing,  as  far  as  possible,  the  consumption  of  the 
accumulated  fat  of  the  body  by  as  limited  a  supply  of  fat  and  carbohydrates- 
as  practicable  and  a  simultaneously  increased  supply  of  proteids.  A  second^ 
called  Ebstein's  cure,  is  based  on  the  assumption  (not  correct)  that  the  fat 
of  the  food  is  not  accumulated  in  a  body  rich  in  fat,  but  is  completely 
burnt.  In  this  cure  large  quantities  of  fat  are  therefore  allowed  in  the 
food,  while  the  quantity  of  carbohydrates  is  diminished  very  materially. 
The  third  cure,  called  Oertbl's  '  cure,  is  based  on  the '  correct  view  that  a 
certain  quantity  of  carbohydrates  has  no  greater  influence  in  the  accumula- 
tion of  fat  than  the  isodynamic  quantities  of  fat.  In  this  cure,  therefore, 
carbohydrates  as  well  as  fat  are  allowed,  provided  the  total  quantity  of  the 
same  is  not  so  great  as  to  hinder  the  decrease  in  the  fatty  condition.  A 
greatly  diminished  supply  of  water  is  also  one  of  the' features  of  OEKTEL'a 
cure,  especially  in  certain  cases.  The  average  quantity  of  the  various 
nutritive  substances  supplied  to  the  body  in  these  three  cures  is  as  follows,, 
and  we  give  also  for  comparison  in  the  same  table  Voit's  diet  necessary  for 
a  laborer : 

Proteids.  Fat.  Carb.  Calories. 

Hakvby-Banting'  s  cure 171  8  75  1066 

Ebstbik'b  cure 103  85  47  1391 

Obrtel's    " 156  23  73  1134 

"    (max.) 170  44  114  1557 

Laborer,  according  to  Voit 118  56  500  2810 

If  the  fat  in  all  cases  is  recalculated  in  starch,  then  the  proportion  of 
the  proteids  to  the  carbohydrates  is: 

Harvbt-Bantikg's  cure 100  :    54 

Ebstbin's  cure 100  :  346 

Obbtbl's     "    100:    80 

"    •       "    (max.) 100:139 

Laborer 100  :  540 

In  all  these  cures  for  corpulence  the  quantity  of  non-nitrogenous  bodies 
is  diminished  as  compared  with  the  proteids;  but  also  the  total  quantity 
of  food,  as  is  shown  by  the  number  of  calories,  is  considerably  diminished. 

Haevet-Bantikg's  cure  differs  from  the  others  in  a  relatively  very 
much  greater  quantity  of  proteids,  while  the  total  number  of  calories  in  it 

'  Banting,  Letter  on  Corpulence.  London,  1864 ; — Ebstein,  Die  Fettliebigkeit  uni 
ibre  Behandlung.  1883  ;— Oertel,  Handbuch  der  allg.  Therapie  der  KreislaufstOrungen. 
1884. 
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is  the  smallest.  On  this  account  this  cure  acts  very  quickly;  but  it  is 
therefore  also  more  dangerous  and  more  difficult  to  accomplish.  In  this 
regard  Ebstein's  and  Oertel's  cures  (especially  Oeetel's),  having  a 
greater  variation  in  the  selection  of  food,  are  better.  As  the  adipose  tissue 
has  a  proteid-sparing  action,  we  have  to  consider  in  using  these  cures, 
especially  Banting's,  that  the  destruction  of  proteids  in  the  body  is  not 
increased  with  the  decrease  in  the  adipose  tissue,  and  one  must  therefore 
carefully  watch  the  elimination  of  nitrogen  by  the  urine.  All  diet  cures  for 
obesity  are  moreover,  as  above  stated,  starvation  cures;  and  if  the  daily 
quantity  of  food  required  by  an  adult  man,  represented  as  calories,  is  in 
round  numbers  2500  calories  (according  to  the  average  figures  found  by 
POESTEB  in  the  case  of  a  physician),  then  one  immediately  sees  what  a  con- 
siderable part  of  its  own  mass  the  body  must  daily  give  up  in  the  above 
cures.  This  reminds  us  of  the  great  care  necessary  in  employing  them; 
each  special  case  should  be  conducted  with  regard  to  the  individuality,  the 
weight  of  the  body,  the  elimination  of  nitrogen  in  the  urine,  etc.,  etc.,  and 
always  under  strong  control,  and  only  by  a  physician,  never  by  a  layman.  A 
more  detailed  discussion  of  the  many  conditions  which  must  be  considered 
in  these  cases  does  not  enter  into  the  plan  and  scope  of  this  work. 
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FOOD   TABLES. 
TABLE  I.— FOODS.' 


1.  Animal  Foodstuffs. 


1000  Parts  contain 


5  « 

(S  > 

OS 


Belationship  of 


a.  Flesh  wiTHOtiT  Bones. 

Fat  beef 

Beef  (average  f  at ') 

Beef 

Corned  beef  (average  fat) 

Teal 

Horse,  salted  and  smoked 

Smoked  bam  

Pork,  salted  and  smoked* 

Flesh  from  hare 

"         "  '  chicken 

"        "     partridge 

"    wild  duck 

6.  Flesh  with  Bones. 

Fat  beef 

Beef,  average  fat  'I 

Beef,  slightly  corned 

Beef,  thoroughly  horned 

Mutton,  very  fat 

"        average  fat 

Pork,  fresh,  fat 

Pork,  corned,  fat 

Smoked  ham , 

c.  Fishes. 

Elver  eel,  fresh,  entire , 

Salmon,         "         "     

Anchovy,     "         "     

Flounder,     "         "     

Elver  perch,"         "     

Torsk,  "  "     

Pike,  "         '••    

Herring,  salted,  entire 

Anchovy,    "  "     

Salmon  (side),  salted 

Kabeljau  (salted  haddock) 

Codfish  (dried  ling) 

(dried  torsk) 

Pish-meal  from  variety  of  Gadus 


183 
196 
190 
218 
190 
318 
355 
100 
233 


166 

98 

130 

115 

80 

65 

365 

660 

11 


195 

93 

253 

14 

346 

31 

156 

141 

167 

83 

175 

93 

190 

100 

135 

333 

160 

160 

100 

460 

130 

S40 

300 

300 

89 

330 

121 

67 

138 

39 

145 

14 

100 

3 

86 

1 

83 

1 

140 

140 

116 

43 

300 

108 

346 

4 

533 

5 

665 

10 

736 

7 

11 

18 

18 

117 

13 

135 

100 

40 

12 

11 

14 

13 


9 

15 

85 

100 

8 
10 

5 
60 
70 


6 

10 

11 

11 

8 

8 

6 

100 

107 

133 

178 

106 

59 

87 


640 
688 
672 
550 
717 
492 
280 
130 
744 
701 
719 
711 


544 
585 
480 
430 
437 
520 
365 
200 
340 


352 
469 
489 
580 
440 
455 
461 
380 
334 
460 
473 
257 
116 
170 


150 

150 

167 

180 

88 

150 

70 

80 

90 


333 
333 
333 
350 
450 
450 
450 
340 
400 
100 
100 
100 
150 


100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 


100 
100 
100 
100 
100 
100 
100 
100 
100 


100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 


90 

50 

63 

53 

42 

SO 

143 

660 

5 

48 

6 

18 


90 

49 

58 

53 

346 

100 

460 

450 

150 


346 

66 

31 

9 

3 

1 

1 

100 

37 

54 

1 

1 

1 

1 


'  The  results  in  the  following  tables  are  chiefly  compiled  from  the  summary  o£  Alh^n  and  of 
KoNio.  We  here  designate  as  "  waste  "  the  part  of  the  foods  which  is  lost  in  the  preparation  of  the 
food  or  that  which  is  not  used  by  the  body ;  for  instance,  bones,  sliin,  egg-shells,  and  the  cellulose 
vegetable  foods. 

^  Meat  such  as  is  ordinarily  sold  in  the  markets  in  Sweden. 

s  Beef  such  as  is  delivered  by  large  purveyors  to  public  institutions  in  Sweden. 

.  Porlf,  chiefly  from  the  breast  and  belly,  such  as  occurs  in  the  rations  of  Swedish  soldiers. 
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1.  Animal  Foodstuffs. 


1000  Farts  contain 


■rt     . 


•§1 

•pa 


Relationship  of 


d.  Inneb  Obqans  (Fbbbh). 

'Biain > 

Beef-liver 

jgeef -heart 

!Eeart  aud  lungs  of  mutton 

Yeal-kidney 

•Ox-tongue  (fresh) 

Blood     from     various     animals 
(average  results) 

e.  Othbb  Animal  Foods. 
Tarlety  of  pork-sausage(3Iettwurst). 

Same  for  frying 

Butter 

Lard 

Meat  extract 

■Cow's  milk  (full) 

"         "    (skimmed) 

Buttermilk 

-Cream , 

Cheese  (fat) 

"      (poor) , 

Whey  cheese  (poor) 

Hen's  egg,  entire 

"        "    without  shell 

Yolk  of  egg : 

White"     "  

2.  Vegetable  Foodstuffs. 

Wheat  (grains) 

Wheat-flour  (fine) 

•  •  (very  fine) 

Wheat-bran 

Wheat- bread  (fresh) 

Macaroni 

Rye  (grains) 

Bye-flour 

Eye-bread  (dry) 

"       "     (fresh,  coarse) 

"      (fresh,  fine) 

Barley  (grains) 

Scotch  barley 

Oat  (grains) 

Oat  (peeled) 

■Corn 

Rice  (peeled  for  boiling) 

French  beans 

"Peas  (yellow  or  green,  dry) 

Flour  from  peas 

Potatoes 

'Turnips 


116 
196 
184 
163 
231 
150 

182 


190 

220 

7 

3 

304 

35 

35 

41 

37 

230 

334 

89 

106 

122 

160 

103 


123 

110 

92 

150 

88 

90 

115- 

115 

114 

77 

80 

111 

110 

117 

140 

101 

70 

232 

220 

270 

20 

14 


103 
66 
92 

106 
38 

170 

2 


150 
160 
850 
990 

35 

7 

9 

257 

270 

66 

70 

93 

107 

307 

7 


17 
10 
11 
39 
10 

3 
17 
15 
20 
10 
14 
21 
10 
60 
60 
58 

7 
21 
15 
15 

3 

2 


U 


50 

50 

38 

35 

40 

50 

456 

4 

5 


676 

740 
768 
439 
550 
768 
688 
720 
725 
480 
514 
654 
720 
563 
660 
656 
770 
537 
530 
520 
200 
74 


11 
17 
10 
10 
13 
10 


50 
55 
15 

175 

7 
7 
7 


50 
56 

8 
10 
13 

8 


18 

8 

3 

50 

17 

8 

18 

20 

15 

16 

11 

26 

7 

30 

20 

17 

2 

36 

25 

25' 

10 

7 


770 
720 
714 
721 
728 
670 

807 


610 
565 

119 
7 
217 
873 
901 
905 
665 
400 
500 
329 
654 
756 
520 
875 


140 
120 
120 
130 
330 
131 
140 
110 
110 
400 
370 
140 
146 
130 
100 
140 
146 
137 
150 
125 
760 
893 


135 


26 
12 

6 
192 

5 

22 
20 
16 
17 
11 
48 

7 

100 

20 

28 

5 
37 
60 
45 

8 
10 


100 
100 
100 
100 
100 
100 

100 


lOO 
100 
100 
100 

100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 


100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 


89 
28 
50 
65 
17 
113 


79 

73 

12100 

33000 

100 
20 
22 

695 

117 
19 
79 
88 
88 

192 
7 


14 

11 

12 

26 

11 

3 

15 

13 

18 

1'4 

18 

19 

9 

51 

43 

57 

10 

9 

7 

6 

30 

14 


549 

654 
835 
292 
625 
853 
600 
626 
634 
623 
634 
589 
654 
481 
471 
662 

1100 
231 
240 
192 

1030 
5S9 
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TABLE   l.—FOOI>^—{Continuecl). 


2.  Vegetable  Foodstuffs. 


1000  Farts  contain 


(Li» 


•ss 
6'° 


Belationship  of 


:3. 


Carrot  (yellow) 

Cauliflower 

Cabbage 

Beans 

Spinach 

Lettuce 

Cucumbers 

Badishes 

Edible  mushrooms  (average) . . 
Same  dried  in  the  air  (average) 

Apples  and  pears 

Various  berries  (average) 

Almonds 

Cocoa '..... 


10 

25 

1$ 

27 

31 

14 

10 

12 

33 

219 

4 

5 

•242 

140 


2 
4 
2 
1 
5 
3 
1 
1 
4 
25 


537 

480 


90 

50 

49 

66 

33 

22 

28 

38 

60 

412 

130 

90 

72 

180 


10 
8 

13 
6 

19 

10 
4 
7 
9 

61 
3 
6 

29 

50 


873 
904 
900 
888 
908 
944 
956 
934 
877 
160 
833 
849 
54 
55 


15 
9 

18 

13 

8 

7 

6 

8 

18 

123 

31 

50 

66 

9o 


100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 
100 


20 
16 
11 

4 
16 
21 
10 

8 
12 
12 


222 
343 


900 

200 

258 

244 

106 

157 

230 

317 

188 

188 

3250 

1800 

30 

139 


TABLE   IL— MALT   LIQUOES. 


1000  Farts  by  Weight  contain. 


Porter 

Beer  (Swedfsh) 

"    (Swedish  export). . 

Draught-beer 

Lager-beer 

Bock-beer 

Weiss-beer 

Swedish  "Svagdricka" 


^ 

•. 

6 

1 

ore 

°(3 

.g 

i 

1 

a 

^ 

if 

O 

871 
887 

2 

54 

28 

76 

7 
15 

13 

3.0 

— 

65 

885 

32 

— 

7 

73 





911 

2 

35 

55 

8 

10 

31 

3.0 

2. 

903 

2 

40 

58 

4 

7 

47 

1.5 

2 

881 

2 

47 

72 

6 

13 



1.7 

916 
945 

3 

25 
22 

59 

5 

7 

— 

— 

4.0 

—  ' 

23 

■s 


—      4 

5 
3 
3 
3 
3 
3 
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TABLE  III.— WINES  AND   OTHEE  ALCOHOLIC  LIQUOKS. 


1000  Parts  by  Weight 
contain. 


Bordeaux  wine 

White  wine  (Rheingau). . 

Champagne 

Rhine  wine  (sparkling). . 

Tokay 

Sherry 

Port-wine 

Madeira 

Marsala 

Swedish  punch 

Brandy 

French  cognac 

Liqueurs 


883 
863 
776 
801 
808 
795 
774 
791 
790 
479 


O  0) 


94 
115 

90 

94 
120 
170 
164 
156 
164 
263 
460 
550 
442-590 


23 
23 
134 
105 
72 
35 
62 
63 
46 


i 


6 
4 
115 
87 
51 
15 
40 
S3 
35 


260-475 


?^ 
•a  a 

<1  00 


5.9 
5.0 
6.0 
6.0 
7.0 
5.0 
4.0 
5.0 
5.0 


1.0 
1.0 
9.0 
6.0 
2.0 
3.0 
4.0 


2.0 
2.0 
1.0 
2.0 
3.0 
5.0 
3.0 
3.0 
4.0 


.60-70 
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SPECTRUM  PLATE. 

1.  Absorption  spectrum  of  a  solution  of  oxyhmnogldbin. 

2.  Absorption  spectrum  of  a  solution  of  hoBmogloUn,  obtained  by  the  action  of  an 

ammoniacal  ferro-tartrate  solution  on  an  oxyhsemoglobin  solution. 

3.  Absorption  specttum  of  a  faintly-alkaline  solution  of  methoBmoglobin. 

4.  Absorption  spectrum  of  a  solution  of  luematin  in  ether  containing  oxalic  acid. 

5.  Absorption  spectrum  of  an  alkaline  solution  of  hmmatin. 

6i  Absorption  spectrum  of  an  alkaline  solution  of  Tumaoelwomogen,  obtained  by  the 
action  of  an  ammoniacal  ferro-tartrate  solution  on  an  alkaline-hsematin 
solution. 

7.  Absorption  spectrum  of  an  acid  solution  of  urobilin. 

8.  Absorption  spectrum  of  an  alkaline  solution  of  urobilin  after  the  addition  of  a 

zinc-chloride  solution. 

9.  Absorption  spectrum  of  a  solution  of  lutein  (ethereal  extract  of  the  egg-yolk). 


INDEX. 


Absorption,  304—315 

,  action  of  putrefactive  processes 
in  the  intestine  on,  298,  299 
Absorption  ratio,  153 

of    the    blood    pigments, 
154 
Acetanilid,  behavior  in  animal  body,  479 
Acetic  acid  in  intestinal  contents,  293 
in  gastric  juice,  260 
in   gastric   contents,   260,   275, 
279 
,  passage  of,  into  urine,  459, 470 
Aceto-acetic  acid.     See  Diacetic  acid. 
Acetone,  508 

in  blood,   108 
in  urine,  506,  508 
Acetonuria,  506,  508  ' 

Acetophenon,  behavior  in  body,  482 
Acetylene,  compound  with  hsemoglobin,  147 
Acetyl  equivalent,  97 
Acetyl  acid  equivalent,  97 
Acetyl-amido  benzoic  acid,  481 
Acholia,  pigmentary,  240 
Aehromatin,  106 
Aehroo-dextrin,  89,  253 
Acid  albuminates,  16 

,  properties,  31 — 33 
,  formation  in  peptic   di- 
gestion, 265,  266 
,  absorption  of,  304 
Acid  amides,  behavior  in  the  animal  body, 

476 
Acid  equivalent,  97 
Acid  fermentation  of  urine,  513 
Acid  rigor,  346 
Acids,    organic,    behavior    in    the    animal 

body,  408,  459,  476 
Acidity  of  urine,  407,  408,  468 

of  the  gastric  contents,  276 
of  the  muscles,  332,  346 
Acrite,  79 
Acrolein,  93 
Acrolein  test,  93,  96 
Aeroses,  79 

Acrylic  acid  diureid.    See  Uric  acid. 
Aetiniochrom,  526 
Adamkiewicz's  reaction,  27 
Adelomorphic  cells,  257 


Adenin,  115 

,  properties,    reaction,    and    occur- 
rence, 119 
in  urine,  435 
Adenylic  acid,  109 
Adhesion,  importance  in  blood  coagulation, 

162,  163 
Adipoeere,  327 
jEgagropila,  303 
^rotonometrie  method,  541 
Age,  influence  on  metabolism,  579,  580 
Alanin,  66 
Albamin,  22 
Albumins,  16 

,  general  properties,  30 
.See  also  the  various  albumins. 
Albumin,  detection  of,  in  urine,  484,  485 

,  quantitative  estimation  in  urine, 

488 
.  See  Proteids. 
Albuminates,  16 

,  properties      and      reactions, 

31—33 
,  ferruginous  albuminate  in  the 
spleen,  199 
Albuminoids,  16,  51 

in  cartilage,  317,  320 
in  the  lens  fibres,  367 
Albumoids,  16,  51 

in  tracheal  cartilage,  52 
in  lens  fibres,  367 
Albuminose,  in  spermatozoa,  372 
Albuminous  bodies.    See  Proteids. 
Albuminous  glands,  249 
Albumoses,  16 

,  general  properties,  33 — 42 

,  production  in   putrefaction  of 

proteids,  294 
,  formation  in  peptic  digestion, 

265 
,  formation  in  tryptie  disestion, 
289  re", 

,  relationship  to  coagulation  of 

blood,  166,  167 
,  nutritive  value,  571,  572 
,  absorption  of,  304 — 306 
,  transformation    of,    into    pro- 

teid,  306 
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Albumoses,  occurrence  in  urine,  487 
Alcapton  and  alcaptonuria,  446,  451,  452 
Alcohol.     See  Ethyl  alcohol. 
Alcohols,  behavior  in  animal  body,  477 
Alcoholic  fermentation,  10,  76 

in  intestine,  294 
in  milk,  392 
Aldehydes,  behavior  in  the  animal  body, 

477 
Aleuron  grains,  376 
Alexines,  14,  181 
Aldoses,  72,  74 

Alimentary  glycosuria,  220,  308 
Alizarin  in  the  urine,  483 
Alizarin  blue,  behavior  in  the  tissues,  5 
Alkali  albuminates,  16 

,  properties     and     reac- 
tions, 31—33 
,  occurrence  in  the  egg 

yolk,  377 
,  occurrence       in       the 

brain,  358 
,  occurrence    in    smooth 

muscles,  356 
,  absorption  of,  303 
,  Lieberkiihn's  alkali  al- 
buminate, 32 
Alkali    carbonates,    physiological    impor- 
tance, 565 
,  importance     for     gas- 
eous exchange, 
532—534 
,  action  on  secretion  of 

gastric  juice,  259 

,  action  on  secretion  at 

pancreatic  juice,  283 

.  See     various     tissues 

and  fluids. 

Alkalies,  relation  to  gaseous  exchange,  160 

,  diffusible    and    non-diflfusible    in 

blood,  135,  158 
,  division    of,   in   blood    corpuscles 

and  plasma,  158,  170 
.  See   also   the  various  fluids  and 
tissues. 
Alkali  phosphates  in  urine,  407,  408,  432, 
466 
,  occurrence.       See       the 
various    fluids    and 
organs. 
Alkali  urates,  408,  432 

in  calculi,  517,  518 
in  sediments,  408,  432,  514, 
515 
Alkaline  earths,  elimination  by  the  intes- 
tine, 466,  467,  472 
in  urine,  483 
in  bones,  321,  322 
,  insufficient  supply  of,  324 
Alkaline  fermentation  of  urine,  514 
Alkaloids,  action  on  muscles,  346 

,  passage  of,  into  urine,  483  i 
,  retention  by  the  liver,  206 


Allantoic  fluid,  384 

AUantoin,  properties  and  occurrence,  439, 
440 
in  transudations,  193,  384 
,  formation  from   uric   acid,  426, 
439 
Alloxan,  426,  433 
AUoxurie  bases,  113,  435 
Alloxuric  bodies,  114,  429 
Alkylsulphide  in  the  skunk,  527 
Almen-BOttger-Ny lander's    sugar   test,   81, 

497 
Amanitin,  103 
Ambergris,  304 
Ambrain,  304 

Amido  acids,  relation  to  formation  of  uric 
acid,  429 
,  relation  to  formation  of  urea, 

412,  476 
,  formation     in     putrefaction, 

20,  294 
,  formation  from  protein  sub- 
stances,   15,    17 — 21,    62 — 
68,  294 
,  formation    in    tryptic    diges- 
tion, 289 
Atnido-acetic  acid.     See  GlyeoooU. 
Amido-benzoic  acids,  behavior  in  the  ani- 
mal body,  480 
Amido-eaproic  ,acid.    See  Leucin. 
Amido-cinnamic  acid,  478 
Amido-ethylen-lactic  acid.     See  Serin. 
Amido-oxyethyl      sulphonic      acid.         See 

Taurin. 
Amido-phenyl-acetie  acid,  behavior  in  ani- 
mal body,  479 
Amido-phenyl  propionic  acid,  formation  in 

the  putrefaction  of  proteids,  20,  441 
Amido-phenyl  propionic  acid,  behavior  in 

the  animal  body,  478,  479 
Amido    pyrotartaric    acid.      See    Glutamic 

acid. 
Amido-suceinic  acid.     See  Aspartic  acid. 
Amido  thiolactic  acid,  behavior  in  the  ani- 
mal body,  477 
Amidulin,  87,  253 
6-animo-2-oxypurin,  118 
Ammonia,  formation  in   proteid   putrefac- 
tion, 294 
,  formation     from     protein     sub- 
stances, 18,  19,  289,  294 
,  formation  in  tryptic  digestion, 

289 
,  occurrence   in   blood,    172,   413, 

470,  471 
,  occurrence   in   urine,   408,    414, 

415,  428,  429,  471 
,  elimination  after  administration 

of  mineral  acids,  408,  471 
,  elimination   in   diseases    of   the 

liver,  411,  415 
,  after  extirpation  or  atrophy  of 
the  liver,  415 
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Ammonia,  estimation  of,  in  urine,  472 
Ammonium  chloride,  action  on  metabolism, 

577 
Ammonium  salts,  relation  to  formation  of 
glycogen,  214 
,  relation  to  formation  of 

urea,  412 — 414 
,  relation  to  formation  of 

uric  acid,  428 
,  relation  fo  permeability 
of  the   blood   corpus- 
cles,  160 
Ammonium-magnesium   phosphate  in  uri- 
nary calculi,  516 — 518 
Ammonium-magnesium   phosphate   in   uri- 
nary sediment,  514 — 516 
Ammonium  sulphate,  method  of  separating 
albumoses,  37,  41 
,  method  of  separating 
carbohydrates,    38, 
89,  212 
Ammonium    urate   in   urinary   sediments, 
514,  515 
in  urinary  calculi,  517 
Amniotic  fluid,  384 
Amphicreatin,  341 
Amphopeptone,  35 
Amyl  nitrate,  poisoning  with,  180 
Amylodextrin,  87 
Amyloid,  16,  48,  318 

,  vegetable,  90 
Amyloid  degeneration,  bile  in,  241 

,  chondroitin    -    sul- 
phuric    acid     in 
the  liver  in,  318 
Amylolytic  enzymes,  12,  252,  285 
Amylopsin,  285 
Amylum.    See  Starch. 
Anaemia,  pernicious,  177 
Anhydride  theory   of  glycogen  formation, 

215 
Anilin,  behavior  in  the  animal  body,  479 
Anisotropous  substance,  332 
Antedouin,  526 
Anthrax  protein,  17 
Antialbumate,  265 
Antialbumid,  265 
Antialbumose,  37 
Antifebrin,    relation     to     elimination     of 

urobilin,  456 
Antimony,  passage  of,  into  milk,  404 

,  action    on    the    elimination    of 
nitrogen,  411 
Antipeptone,  35—38,  43 
Antipyrin,   relation   to   formation   of   gly- 
cogen, 214 
,  action  on  the  urine,  456,  483 
,  relation  to  the  permeability  of 
the  blood  corpuscles,  160 
Antitoxins,  14 
Apatite  in  bone  earth,  322 
Approximate     estimation     of     proteid     in 
urine,  488 


Arabinose,  78,  91 

,  relation   to   formation   of   gly- 
cogen, 78,  214 
Arabit,  73 

Arachidic  acid  in  butter,  388 
Arachnoidal  fluid,  189 
Arbacia,  372 
Arbacin,  62,  372 

Arbutin,  relation  to  formation  of  glycogen, 
214 
,  behavior  in  the  animal  body,  447 
Arginin,  19,  24,  52,  54,  59,  69,  289 
Argon'  in  blood,  530 
Aromatic  compounds,  behavior  in  animal 

body,  478—483 
Aromatic  oxyacids,  450 — 453 
Arsenic,  passage  of,  into  milk,  404 
in  sweat,  529 

action     on     the     elimination     of 
nitrogen,  411 
Arsenious  acid,  action  on  peptic  digestion, 

265 
Arseniuretted    hydrogen,    poisoning    with, 

242,  244,  490 
Arterin,  138 
Ascitic  fluids,  192 
Asparagin,  67 

,  relation    to    synthesis    of    pro- 

teids,  24 
,  relation    to   formation    of    gly- 
cogen, 214 
,  nutritive  value,  572 
Asparaginic  acid.    See  Aspartic  acid. 
Aspartic  acid,  67 

,  relation     to     formation     of 

uric  acid,  429 
,  relation     to     formation     of 

urea,  412 
,  formation  from  proteid,  20, 

67 
,  behavior    in    the    organism, 
412,  429,  476 
Asparagus,   odoriferous  bodies  of,   in  the 

urine,  483 
Assimilation  limit,  220,  309 
Ass's  milk,  396,  397 
Atmidalbumin,  36 
Atmidalbumose,  36 

Atropin,  action  of,  elimination  of  uric  acid, 
428 
,  on  the  secretion  of  saliva,  256 
Auto-digestion  of  the  stomach,  275 
Auto-intoxication,  14 
Auto-oxidizable  bodies,  3 
Auto-oxidation,  3,  6 

I 
Bacteria  urese,  514 
Bactericidal  action,  14,  181 
Banting  cure,  590,  591 
Barium  salts,  behavior  to  blood   coagula- 
tion, 124 
Bases,  nitrogenous,  from  proteids,  68 — 70 
in  the  thyroidea,  202 
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'  Beeswax,  98 
B61a's  acetone  reaction,  509 
Benzaldehyde,  oxidation  of,  4 

,  substituted     aldehyde,     be- 
havior    in     the     animal 
body,  480 
Benzoic  acid,  formation  from  protein  sub- 
stances, 22,  55,  441 
,  passage  of,  into  sweat,  528 
,  behavior    in    the    organism, 

68,  441,  480 
,  occurrence  in  the  urine,  441, 

443 
,  substituted     benzoic     acids, 
action  in  body,  480 
Benzol,  behavior  in  the  animal  body,  478, 

479 
Benzoyl-amido-acetic  acid.      See  Hippurie 

acid. 
Benzoyl-chloride,     behavior     to     carbohy- 
drates, 82,  212,  500 
,  behavior  to  cystin,  512 
Benzoyl-cystin,  512 
Benzoar- stones,  303 
Bifurcated  air,  540 
Bile,  223—249 

,  general  chemical  properties,  225 
,  analysis  of,  239 
,  antiseptic  action,  298,  299 
,  constituents  of,  226,  237 

in,  disease,  240 
,  diastatic  action,  237,  291 
,  influence  on  proteid  digestion,  292 
,  on  the  emulsiflcation  of  fats,  292,314 
,  on  the  secretion  of,  225 
,  on   the   absorption   of  fat,   298,  311, 

314 
,  cleavage  of  neutral  fats,  292,  314 
,  on  tryptic  digestion,  289,  293 
,  quantity  of,  224 

,  solvent  for  fatty  acids,  291,  292,  311 
,  passage  of  foreign  bodies,  240 
,  occurrence    of,    in    urine,    314,    315, 

494—496 
,  occurrence  of,  in  gastric  contents,  276, 
292 
in  meconium,  302 
,  composition  of,  238,  240 
,  formation  of,  241 — 245 
,  secretion  of,  224,  225 
Bile-concretions,  245 
Bile-pigments,  233—237 

,  origin  and  formation,  242 — 

245 
,  reactions,  235,  236,  494,  495 
,  passage  of,  into  urine,  494, 

495 
,  occurrence    in    blood-serum, 

134,  180 
,  occurrence  in  egg-shells,  382 
Biliary  Astute,  223 

,  influence   of,   on   intestinal 
putrefaction,  299 


Biliary  fistulse,  influence  on  the  want  of 

food,  299 
Bile-salts,  226 
Bile-acids,  227—231 

,in  blood,  180,  241 
in  pus,  198 
in  urine,  315,  494 
,  absorption  of,  315 
Bile-mucus,  225 
Bilianic  acid,  229 
Bilicyanin,  233,  235,  237,  495 
Bilifulvin,  237 
Bilifuscin,  233,  237,  245 
Bilihumin,  233,  237 
Biliphsein,  233 
Biliprasin,  233,  237 
Bilirubin,  233,  234 

,  relationship    to    blood-pigments, 

152,  243 
,  relationship  to  hsematoidin,  152, 

233,  243 
,  relationship  to  proteinchrom,  289 
,  properties,  234 
,  occurrence,  233 

,  occurrence  in  corpora  lutea,  375 
,  occurrence  in  urine,  494 
,  occurrence  in  the  placenta,  383 
Biliverdin,  236 

in  the  egg-shell,  382 
in  faeces,  302 
in  urine,  394 
in  the  placenta,  383 
Bilivferdinic  acid,  236 
Bismuth,  passage  of,  into  milk,  404 
Birotation,  76 
Bitch's  milk,  397,  401 
Biuret,  416 

Biuret,  reaction,  27,  416 
Blister  fluid,  195 
Blonds,  milk  of,  400 
Blood,  123—183 

,  general  behavior,  123,  157 — 161 
,  analyses,  quantitative,  168 — 172 
,  arterial  and  venous,  138,  172,  531 
,  defibrinated,  124 
,  asphyxiation,  5,  138,  161,  531 
,  quantity  of,  in  the  body,  180 
,  detection,  chemico-legal,  152 
,  behavior  in  starvation,  175,  176,  561 
,  composition    under    various    condi- 
tions, 172—180 
in  gastric  contents,  276 
in  urine,  490 — 492 
Blood  analysis,  methodical,  153,   168,   169, 

Blood-casts,  491 
Blood-clot,  124,  160 
Blo.od-corpuscles,  white,  155,  156,  178 
I  ,  relation    to    coagulation, 

156,  162—166 
,  relation  to  formation .  of 

uric  acid,  430 
,  red,  136—138 
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Blood-oorpuscles,  number  of,  137,  176 

,  relation     to     high     alti- 
tudes, 176 
,  passage    of,    into    urine, 

490,  491 
,  permeability,  159 
,  composition,      154,      155, 
171,  177,  178 
Blood-pigments,  138—154 

in  bile,  241 
in  urine,  490—493 
Blood-plasma,  125—132 

,  composition  of,  135,  171 
Blood-plates,  155,  156 

,  relation     to     coagulation     of 
blood,  162 
Blood-serum,  124,  132—136 

,  globulicidal  action  of,  181 
,  action  of  enzymes  in,  133, 134, 

181 
,  composition  of,  135,  171 
Blood-spots,  152 
Blood-sweat,  529 
Blue  stentorin,  526 
Bones  and  bone  tissues,  321 — 326 

in    starvation,    467, 
560 
Bone-earths,  321,  322 
Bones,  softening  of,  324 
Bonellin,  526 
Borax,  action  on  metabolism,  577 

,  on  tryptic  digestion,  289 
Borneol,  482 

Bottcher's  spermin  crystals,  370 
Bottger-Almen's  sugar  test,  81,  497 
Bowman's  disks,  333 
Brain,  358—364 
Bread,  behavior  in  the  stomach,  270 

,  action  of,  on  the  secretion  of  gas- 
trie  juice,  259 
,  action  of,  on  the  secretion  of  pan- 
creatic juice,  284 
,  excrement,  after  feeding  with,  300, 
307 
Bromadenin,  116 
Bromanil,  22 
Bromhypoxanthin,  116 
Bromides,  behavior  to  secretion  of  gastric 

juice,  268 
Bromine,  action  on  proteids,  23 

,  action  on  proteinchrom,  289 
,  passage  of,  into  saliva,  256 
Bromoform,  22 

,  behavior  in  the  animal  body, 
477 
Brunettes,  milk  of,  400 
Brunner's  glands,  279 
Buccal  mucus,  251 
BuflFy  coat,  161 
Bufidin,  527 
Bull,  spermatozoa,  372 
BursEE  mucosae,  contents  of,  196 
Butalanin,  66 


Butter-fat,  388,  397 

,  calorific  value,  554 
,  absorption  of,  312 
Butterfly,  pigment  of  wings,  427,  525 
Buttermilk,  396 
Butyl    alcohol,    behavior    in    the    animal 

body,  477 
Butyl-chloral  hydrate,  behavior  in  the  ani- 
mal body,  477 
Butyric  acid'  in  gastric  contents,  275,  279 
in  gastric  juice,  260 
in  milk  fat,  388,  397 
Butyric-acid  fermentation,  4,  5,  386 

in  intestine,  296 
Byssus,  16,  58 

Cachexia  thyreopriva,  202 
Cadaverin,  13 

in  intestine,  512 
in  urine,  463,  512 
Caflfein,  115 

,  behavior  in  the  animal  body,  430 
,  action  on  the  muscles,  346 
Calcium,  lack  of,  in  food,  324,  325 

,  occurrence.     See   various   tissues 
and  fluids. 
Calcium  carbonate  in  urine,  406,  515 

in  urinary  calculi,  518 
in     urinary     sediments, 

515 
in  bones,  322,  324,  325 
in  tart    ,  257 
Calcium  casein,  389 
Calcium  formate,  enzymotic  decomposition, 

10 
Calcium  oxalate  in  urine,  438 

in  urinary  sediments,  515 
in  urinary  calculi,  517 
Calcium  phosphate;  relaticm  to  the  coagu- 
lation of  the  blood, 
165 
,  occurrence     in     intes- 
tinal      concretions, 
303 
in  the  urine,  406,  466, 

467,  468,  472      ' 
in    urinary    sediments, 

515 
in  urinary  calculi,  518 
in       salivary       calculi, 
257 
Calcium  salts,  elimination,  466,  467,  472 

,  importance    to    coagulation 
ol    the    blood,    124,    128, 
164,  165 
,  relation  to  the  coagulation 

of  the  milk,  390 
,  importance    to    coagulation 

of  milk,  389,  390 
.     See  various  calcium  salts. 
Calcium  sulphate  in  urinary  sediments,  515 
Calculi,  salivary,  257 

,  intestinal,  303,  304 
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Caleiili,  urinary,  516 — 519 
Calories  of  food  stuffs,  554 — 556 

of  different  rations,  585 — 590 
Campho-glyeuronic  acid,  460,  482 
Camphor,    behavior   in   the   animal   body, 

460,  482 
Camphoral,  482 
Cane-sugar,  84,  85 

,  inversion  of,  216,  266,  291,  308 

,  calorific  value  of,  554 

,  absorption  of,  308 

,  behavior  with  intestinal  juice, 

280 
,  behavior    with    gastric    juice, 
266 
Capillary    endothelium,    secretory    impor- 
tance, 188,  189 
Capraniea's  reaction  for  guanin,  118 
Capric  acid,  92,  388,  397 
Caproic  acid,  92,  388,  397 
Caprylic  acid,  92,  388     , 
Caramel,  80,  85 
Carbamic  acid,  422 

in  blood,  134,  413 
in  urine,  413,  422 
,  poisonous  action,  413 
Carbamie-aeid  ethylester,  422 
Carbazol,  behavior  in  body,  479 
Carbohsemoglobin,  146 
Carbohydrates,  71—92 

,  importance  in  fat  forma- 
tion, 330 
,  importance     in     glycogen 

formation,  214,  216 
,  importance    for    muscular 
activity,  348,  349,  352— 
354 
,  actiofl  on  proteid  metabo- 
lism, 565,  566,  573—576 
,  action  on  intestinal  putre- 
faction, 298,  300,  444 
,  formation   from   fats,   218, 

220 
,  absorption  of,  308 — 311 
,  inadequate  supply  of,  566 
.     See  also  the  various  car- 
bohydrates. 
Carbolic   acid,  action  on  peptic  digestion, 
265 
,    See  also  Phenol. 
Carbolic  urine,  447 

Carbon,  relation  to  nitrogen  in  the  urine, 
550,  551 
,  calorific  value,  553 
Carbon  dioxide  in  the  blood,  531 — 535,  541 — 
543 
in    the   blood    in   diabetes, 

535 
in   the   blood   in   poisoning 
with  mineral  acids,  535 
in  the  intestine,  294,  296 
in  the  lymph,  184,  535 
in  the  stomach,  271 


Carbon  dioxide  in  the  muscles  during  rest 
and  activity,  348,  352 
in    the    muscles    in    rigor 

mortis,  346 
in  the  secretions,  535 
in  transudations,  536 
,  binding     of     CO2     in     the 

blood,  532—535 
,  action  on  the  secretion  of 

gastric  juice,  258 
,  tension    of,    in    the    blood, 

541,  542 
,  tension   of,   in   the   tissues, 

543 
,  tension  of,  in  lymph,  184 
,  tension     of,     in    transuda- 
tions, 536 
elimination,   dependence   of 
external      temperature 
upon,  583 
elimination     in     rest     and 
activity,  348,  352,  581, 
582     . 
elimination    by    the    skin, 

529 
elimination  in  various  ages, 

579,  580 
haemoglobin,  146 
Carbon-monoxide  poisoning,  145,  221,  343 
Carbon-monoxide  poisoning,  action  on  the 

formation  of  lactic  acid,  343 
Carbon-monoxide  poisoning,  action  on  the 

elimination  of  nitrogen,  411 
Carbon-monoxide  poisoning,  action  on  the 

elimination  of  sugar,  221,  343 
Carbon-monoxide   hsemoglobin,  145, 146, 147 
Carbon-monoxide  methsemoglobin,  146 
Carbon-monoxide    blood    test,    Hoppe-Sey- 

ler's,  146 
Carcinoma,   lactic   acid   in   stomach   with, 

276 
Carminic  acid,  525 
Carnic  acid,  35,  43,  340 
Carniferrin,  44,  340 
Carnin,  115,  340 

in  urine,  435 
Carp,  sperma  of,  372 
Cartilage,  317—321 

,  quantity  of  ash,  320 

,  behavior   to   gastric   juice,   266, 

270 
,  behavior  to  pancreatic  juice,  290 
Cartilage  gelatin,  57 
Casein,  origin,  403 

,  from  woman's  milk,  398 

,  from  cow's  milk,  388,  389 

,  quantitative     estimation     of,     393, 

394 
,  absorption  of,  304 
,  behavior  towards  rennin,  267,  389, 

390,  398 
,  behavior  to  gastric  juice,  265,  270, 
390,  398 
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Casein,  heat  of  combustion,  554 
Caseinogen,  390 
Caseoses,  36 

,  relation  to  the  coagulation  of  the 
blood,  124 
Castor  bean,  14 
Castoreum,  526 
Castorin,  526 
Cataract,  368 

Catheterization  of  the  lungs,  539,  541 
Cat's  milk,  396,  397 
Cell,  animal,  99—123 
Cell  constituents,  primary  and  secondary, 

100 
Cell  fibrinogen,  112 
Cell  globulins,  100,  137 
Cell  membrane,  102 
Cell  nucleus,  106 

,  relation     to     coagulation     of 
fibrinogen,  157,  162 
Cellulose,  90 

,  fermentation  of,  291,  297 
,  occurrence  in  tuberculosis,  545 
,  action    on    absorption    of    food- 
stuffs, 307 
Cement,  325 

Cerebellum,  composition  of,  363 
Cerebrin,  84,  197,  359,  361 

,  properties  and  behavior,  361,  362 
in  pus,  199 
Cerebrosides,  197,  360,  361 
Cerebrospinal  fluid,  194 
Cerolein,  98 
Cerotic  acid,  98 
Cerumen,  526 
Cetin,  98 
Cetyl  alcohol,  98 
Chalaza,  378 

Charcot's  crystals,  178,  371 
Cheno-taurocholic  acid,  229 
Children's  urine,  406,  410,  439 
Chitin,  58,  521,  522 

,  behavior  in  tryptic  digestion,  290 
Chitosamin,  46,  75,  523 
Chloral   hydrate,   behavior  in   the  animal 

body,  460,  477 
Chlorates,  poisoning  with,  180,  490 
Chlorazol,  22 
Chlorbenzol,  behavior  in  the  animal  body, 

482 
Chlorides,   elimination  by  the  urine,   136, 
463,  464 
,  elimination  by  the  sweat,  528 
,  action    on    proteid    metabolism, 

577 
,  insuflRcient  supply  of,  564 
■  .  See     also     various     fluids     and 
tissues. 
■Chlorocruorin,  154 

Chloroform,   action  on   the  elimination  of 
chlorides,  464 
,  action  on  the  muscles,  346 
,  behavior  in  the  animal  body ,477 


Chlorophan,  366 
Chlorophyll,  2,  526 

,  relation    to    blood    pigments, 
139 
Chloroproteinohrom,  290 
Chlorosis,  177 
Chlorphenylcystein,  483 
Chlorphenylmercapturie  acid,  483 
Chlorrhodinie  acid,  198 
Cholagogues,  224,  225 
Cholalio  acid,  229 

,  relation  to  cholesterin,  246 
Cholanio  acid,  230 
Cholecyanin,  235,  236 
Choleic  acid,  230 
CholepyiThin,  233 
Cholera,  blood  in,  178,  179 
,  sweat  in,  128 
,  ptomaines  in,  13 
Cholera  bacilli,  behavior  with  gastric  juice, 

274 
Cholesterilene,  246 
Cholesterilin,  246 
Cholesterin,  246 

in  blood  serum,  132 
in  sputum,  545 
in  the  bile,  226,  237,  239,  240 
in  the  brain,  359,  364 
in  the  urine,  511 
,  importance    in    the   life   proc- 
esses of  the  cell,  100,  106 
Cholesterin  calculi,  245,  519 
Cholesterin  fat,  as  protective  fat,  526 
Cholesterin-propionic  ester,  247 
Cholesterinic  acid,  229 
Cholesteron,  246 
Choletelin,  233,  236 

,  relation  to  urobilin,  454 
Cholic  acid.     See  Cholalic  acid. 
Cholin,  14,  103,  237 
Choloheematin,  237 
Choloidic  acid,  231 
Cholylie  acid,  229 
Chondrigen,  317 
Chondrin,  57,  317 

in  pus,  198 
Chondrin  balls,  320 
Chondroitic  acid,  318 
Chondroitin,  318 

Chondroitin-sulphuric   acid,    48,   317,   318, 

319 
in  urine,  461, 

489 
in      kidneys, 
406 
Chondromucoid,  48,  317,  319 
Chondroproteids,  44,  48 

in  the  urine,  461,  489 
Chondrosin     from     chondroitin  -  sulphuric 
acid,   318 
from  sponges,  48 
Chorda,  saliva,  250 
Choroid  coat,  368 
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Choroid  coat,  pigment  of,  524 
Christensen  and  Mygge's  approximate  es- 
timation of  proteid  in  urine,  489 
Chromatin,   106 
Chromhidrosis,  529 
Chromogens  in  urine,  453 

in  supra-renal  capsule,  204 
Chrysophanie  acid,  action  on  urine,  483 
Chyle,  183—185 
Chylopericardium,  191 
Chyluria,  511 
Chyme,  270 

,  investigation  of,  276 — 279 
Chymosin,  12,  267,  389,  390 
in  urine,  462 
.  See  also  rennin, 
Cilianie  acid,  229 

Cinnamic  acid,  behavior  in  the  body,  441 
Citric  acid  in  milk,  388,  395,  399 
Clupein,  59,  60 
Coagulated  proteids,  16,  42 
Coagulation   of   the  blood,    123,    124,    128, 
129,  160—166,  178 
,  intravascular,  166 
of  milk,   386,  387,   389,   390, 

398 
of  muscle  plasma,   333,  336, 
346 
Coccinic  acid,  525 
Cochineal,  525 
Cochinillic  acid,  525 
Coefficient,  Haser's,  474 

,  respiratory,  330,  352,  552,  559, 

582 
,  extinction,  153,  154 
,  urotoxic,   463 
Coffee,  action  on  metabolism,  578 
Collagen,  16,  54,  316,  317,  319,  321 
Collidin,  13 
Colloid,  47,  373,  374 
Colloid  corpuscles,  373 
Colloid  cysts,  373 

Coloring  matters.     See  various  pigments. 
Colostrum  of  woman's  milk,  400 

of  cow's  milk,  395,  396 
Colostrum  corpuscles,  395 
Comma    bacillus,    behavior    with    gastric 

juice,  274 
Compound  proteids,  16,  44 — 51 

.  See       the       different 
groups   of  protein 
substances. 
Conchiolin,  16,  58 
Conerements.     See  various  calculi. 
Cones  of  the  retiga,  pigment  of,  366 
Conglutin,  calorific  value  of,  554 
Conifer  seeds,  proteid  of,  69 
Connective  tissues,  316 
Contact  action,  12 

Copaiva  balsam,  action  on  the  urine,  483 
Copper  in  blood,  134,  170 
in  bile,  238 
in  biliary  calculi,  245 


Copper  in  hsemocyanin,  154 

in  protein  substances,  15 
in  turacin,  525 
Cornea,  320,  368 
Cornein,  16,  58 
Corniorystallin,  58 
Corpora  lutea,  373,  377 
Corpulence,  diet  cures  for,  590,  591 
Corpuscula  amylacea,  363 
Cow's  milk,  385—397 

,  general  behavior,  385,  386 
,  analysis  of,  393—395 
,  inorganic  constituents  of,  395 
,  organic  constituents  of,  388 — 

393 
,  anti-putrefactive     action     of, 

298—444 
,  coagulation  with  rennin,  261^, 

386,  398 
,  behavior  in  the  stomach,  270, 

274 
,  composition  of,  395 
Cream,  396 

Creatin,  relation  to  formation  of  urea,  339, 
410 
,  relation  to  muscular  activity,  350, 

352 
,  properties    and    occurrence,    338, 
339 
Creatinin,    relation    to    muscular   activity, 
350,  352,  423 
,  properties  and  occurrenee,422,423 
,  zinc  chloride,  423 
Cresol,  20,  294,  443,  444 
Cresol-sulphuric  acid,  443,  444 
Crotonic  acid,  511 
Cruor,  124 
Crusocreatinin,  341 
Crustaceorubin,  526 
Crusta   inflammatoria   or  phlogistica,   161, 

178 
Crystalbumin,  368 
Crystalfibrin,  368 
Crystallins,  16,  367,  368 
Crystalline  lens,  367,  368 
Crystalline  seralbumin,  132 
Cumic  acid,  480 
Cuminuric  acid,  480 

Curare  poisoning,  action  on  muscular  tonus, 
347 
,  action  on  elimination  of 
sugar,  221 
Curd,  390 
Cyanhydrines,  73 
C^anmethsemoglobin,  147 
Cyanocrystallin,  382,  525 
Cyanogen  in  proteid  molecule,  4 
Cyanuric  acid,  416,  426 
Cyanurin,  453 
Cymol,  479 
Cystein,  483,  512 

,  conjugation  in  animal  body,  48S 
Cystin,  52,  66 
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Cystin,  properties,  512 

,  occurrence  in  urine,  461,  462,  512 
,  occurrence    in    urinary    sediments, 

516 
,  occurrence  in  urinary  calculi,  518 
,  occurrence  in  sweat,  529 
Cystinuria,  13,  462,  512 
Cysts,  tapeworm,  195 
,  ovarial,  373 — 376 
,  thyroid,  204 
Cytin,  52,  112 

Cytoglobin,  16,  101,  112,  163 
Cytosin,   110 

Daraaluric  acid,  463 

Damolic  acid,  463 

Defibrinated  blood,  124 

Dehydroeholalie  acid,  229 

Dehydrocholeic  acid,  230 

Delomorphic  or  parietal  cells,  257 

Denig&'s  reaction  for  uric  acid,  433 

Dentin,  322,  325 

Dermoid  cyst,  fat  from,  98 

Desamidoalbuminic  acid,  33 

Descemet's  membrane,  48,  321 

Desoxyeholalie  acid,  229,  230 

Deuteroalbumose,  36,  38,  487 

Deuterogelatose,  57 

Devoto's  method  of  estimating  proteids,  487 

Dextrins,  89 

,  formation  from  starch,  89,  253, 

285 
,  loadinjg  the  stomach  with,  269 
,  occurrence    in    the    gastric    eon- 
tents,  271 
,  occurrence  in  muscles,  342 
,  occurrence  in  portal  blood,  173, 
308 
Dextrin-like  substance  in  the  urine,  459 
Dextrose,  79—83 

in  blood,  132,  173,  218,  219—223 
in  urine,  179,  219,  220,  459,  496, 

505 
in  the  lympli,  183 
in  muscles,  342 
J  preparation  of,  82 
,  calorific  value  of,  554 
,  detection,  82,  497-  500 
,  reactions  of,  80 — 82 
,  absorption  of,  30",  309 
,  quantitative  estimation,  500 — 505 
Diabetes  mellitus,  219—223,  496 

,  elimination  of  ammonia 

by  the  urine  in,  471 
,  relationship  of  the  liver 

to,  221,  222 
,  relationship  of  the  pan- 
creas to,  221,  222,  223 
,  blood  in,  179,  221 
,  amount     of     sugar     in 
blood  in,  179,  219,  220 
,  urine  in,  407 
,  CO2  in  the  blood  in,  535 


Diabetes  mellitus,  oxybutyric  acid  in  the 
blood  in,  535 
,  oxybutyric   acid   in   the 
urine  in,  471,  510 

Diacetio  acid,  509 

in  urine,  506,  507 

Diamid,  poisoning  with,  440 

Diamins  in  the  urine,  13,  463,  512 

in  the  gastric  contents,  13,  512 

Diamido-acetic  acid,  19,  69 

Diamido-caproic  acid.    See  Lysin. 

Diamido-valerianic  acid.     See  Ornithin. 

Diarrhoea,  action  on  the  blood,  176,  178 

Diastatic  enzymes,  12,  133,  217,  252,  285 

.  See  also  other  enzymes. 

Diastase  in  the  blood,  133 

Diazobenzol-sulphonic   acid,   reaction  with 
sugar,  82 

Dicalcium  casein,  389 

Diehlorpurin,  114 

Diet  cures,  590,  591 

Diet  for  various  classes  of  people,  585 — 589 

Digestion,  249—316 

Digestibility  of  food-stufifs,  272,  273,  274, 
307,  310,  312 

Digestion  leucocytosis,  178,  427 

Dimethylanilin    as    solvent   for   uric   acid, 
234 

Dimethylketone.    See  Acetone. 

Dioxyaeetone,  79 

Dioxybenzol,  479 

Dioxynaphthalin,  479 

Dioxypyridin,  205 

Disaccharides,  84 

in  urine,  309,  505 
,  inversion  of,  280,  291,  308 

Distearyllecithin,   103 

Doeglic  acid,  96 

Dog's  milk,  396,  397 

Dolphin's  milk,  397 

Donne's  pus  test,  493 

Dotterpliltchen,  24,  376 

Dropsical  fluid,  192 

Dulcite,  73 

,    ,  relationship   to   formation   of  gly- 
cogen, 214 

Dysalbumose,  36 

Dyslysin,  231 

Dysoxidizable  bodies,  3 

Dyspeptone,  265 

Dyspnoea,    action   on    proteid    transforma- 
tion, 351,  411,  580 

Earthy  phosphates,  elimination  by  the 
urine,  466,  467,  472 

,  solubility  in  fluids  rich 
in  proteid,  325 

,  occurrence  in  bone- 
earths,  322—325 

,  occurrence  in  calculi, 
245,  303,  518 

,  occurrence  in  sedi- 
ments, 514,  516,  516 
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Earthy    phosphates.      See    also    different 

earthy  phosphates. 
Ebstein's  diet  cure,  590 
Echinoehrom,  154 
Eehinoeoecus  cysts,  cyst  wall,  523 

,  cyst  contents,  195 
Eck's  fistula,  413 
Eel,  flesh  of,  256 
Egg,  376 

,  hen's,  376—384 

,  absorption  in  the  intestine,  307 
,  incubation  of,  382,  383 
Egg  albumin  (see  Ovalbumin),  379 
Egg-shell,  51,  381 
Egg  yolk,  376 
Ehrlich's  test  for  bile-pigments,  496 

urine  test,  511 
Eiselt's  reaction  for  melanin,  493 
Elaidic  acid,  95 
Elaidin,  95 
Elastin  albumose,  54 
Elastinpeptone,  54 
Elastin,  16,  53 

,  behavior  with  gastric  juice,  266 
,  behavior  with  trypsin,  290 
Eleidin,  521 
Elephant  bones,  322 
milk,  397 
tusk,  326 
Ellagic  acid,  304 
Emulsin,  11 
Emydin,  382 
Enamel,  325 
Encephalin,  361,  362 
Endolymph,  369 

Energy,  potential,  of  food-stuffs,  554 — 562 
Enzymes,  in  general,  9 — 12 

,  diastatic,    in    pancreatic    juice, 

284,  285 
,  diastatic,  in  blood,  133,  217 
,  diastatic,  in  bile,  237,  291 
,  diastatic,  in  urine,  462 
,  diastatic,  in  liver,  217 
,  diastatic,  in  lymph,  184 
,  diastatic,  in  muscles,  338 
,  diastatic,   in   secretion   of   intes- 
tinal mucosa,  280,  281 
,  diastatic,  in  saliva,  252,  253 
,  proteolytic,  in  intestinal  mucosa, 

281 
,  proteolytic,  in  urine,  462 
,  proteolytic,  in  stomach,  257,  260, 

261 
,  proteolytic,  in  pancreas,  284,287 
,  proteolytic,    in    plant    kingdom, 

261 
,  proteolytic,    in    lower    animals, 

261 
,  steatolytic,  12,  284 
,  coagulating.       See     Fibrin     fer- 
ment   and    Rennin    or    Chy- 
mosin. 
,  urea  forming,  in  the  liver,  412 


Enzymes,  urea  splitting,  9,  514 
Epiguanin,  115,  435,  437 
Episarkin,  115,  435,  436 
Erucie  acid,  92 

,  absorption  of,  311 
Erythrit,  relation  to  glycogen  formation, 

214 
Erythro-dextrin,  89,  253 
Erythropsin.     See  Visual  purple. 
Esbach's   estimation   of   proteid   in   urine, 
488 
estimation  of  urea  in  urine,  422 
Esters,  behavior  with  pancreatic  juice,  286 
Ethal,  98 
Ether,  action  on  the  blood,  137,  159 

,  action   on  the   secretion  of  gastric 

juice,  258 
,  action  on  the  muscles,  346 
Ethereal  sulphuric  acids  in  the  bile,  226, 

239 
Ethereal  sulphuric  acids  in  the  urine,  294, 

443—455,  477,  481 
Ethereal  sulphuric  acids  in  sweat,  528,  529 
Ethereal  oils,  action  on  muscles,  346 
Ethyl  alcohol,  production  in  the  intestine, 
293 
,  passage  of,  into  milk,  404 
,  behavior     in     the     animal 

body,  577 
,  action   on  the   secretion  of 

gastric  juice,  258 
,  action  on  the  muscles,  346 
,  action  on  metabolism,  577 
,  action  on  digestion,  265,273 
EtLylamin,  solvent  for  uric  acid,  432 
Ethyl  benzol,  behavior  in  the  animal  body, 

479 
Ethylen  glycol,   relation   to  formation   of 

glycogen,  214 
Ethylenimin.     See  Spermin. 
Ethylidene-lactic  acid,  342.    See  also  other 

lactic  acids. 
Ethylmercaptan,   behavior   in    the   animal 

body,  477 
Ethyl-sulphuric  acid,  behavior  in  the  ani- 
mal body,  477 
Ethyl  sulphide,  formation  from  proteid,  19 
,  behavior     in     the     animal 
body,  477 
Euxanthic  acid,  460,  482 
Euxanthin,  460,  482 
Excrements,  300—303 

in  dogs  with  biliary  fistula, 

299 
in  starvation,  548,  549 
Excretin,  302 
Excretolic  acid,  302 
Exostosis,  324 
Expectorations,  544,  545 
Extinction  coefiicient,  153,  154 
Extracellular  action  of  enzymes,  10 
Exudations,  188—196 
Eye,  364—369 
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Pseces.     See  Excrements. 
Fat,  origin  in  the  body,  327—331,  567,  568 
,  general   properties,  detection  and   oc- 
currence, 92 — 99 
,  emulsification    of,    93^   281,   287,   292, 
310—315 
in   blood   serum,   132,    134,   171,   176, 

179 
in  chyle,  184,  185 
in  yolk  of  egg,  377 
in  pus,  196,  197 
in  excrements,  302,  312,  313 
in  fatty  tissues,  326 
in  bile,  239 
in  the  brain,  359 
in  the  uriuS,  511 
in  bones,  323,  325 
in  the  liver,  208 
in  milk,  388,  397,  402,  403 
in  muscles,  relationship  to  work,  345 
in, new-bom  and  children,  326 
in  subcutaneous  connective  tissue,  208 
,  calorific  value  of,  554,  555 
,  nutritive  value  of,  554—556,  566,  572, 

576 
,  rancidity  of,  94 
,  absorption  of,  310 — 315 
,  behavior  with  the  intestinal  juice,  281 
,  behavior  with  gastric  juice,  266 
,  behavior   with   pancreatic   juice,   285, 

286,  313 
,  saponification  of,  93,  96,  97,  285,  286, 

232,   313 
,  action  of,  on  the  secretion  of  bile,  224 
,  action  of,  on  the  secretion  of  gastric 

juice,  259 
,  action    of,    on   the   secretion  of   pan- 
creatic juice,  283 
,  iodized,    behavior   of,   in   the   animal 

body,  327,  403 
,  estimation  of,  97,  98 
,  metabolism  of,  in  activity  and  at  rest, 

352,  353 
,  metabolism  of,  in  starvation,  559 
,  metabolism    of,    with    various    foods, 
567,  568,  572—576 
Fat-cells,  326 
Fat-sweat,  527 

Fatty  acids,  general  properties,  detection 
and  occurrence,  91 — 96,  326 
,  solubility  in  bile,  292,  311 
,  absorption  of,  310,  311 
,  synthesis     to     neutral     fats, 
310,  327 
Fatty  degeneration,  208,  328 
Fatty  infiltration,  208 
Fatty  series,  behavior  of  members  in  the 

animal  body,  476 
Fatty  tissue,  326 

,  behavior   with    gastric   juice, 
266,  271 
Feathers,  51,  621 

,  pigments  of,  525 


Fehling's  solution,  81,  501—503 

Fellic  acid,  231 

Fermentation,  5,  9,  10,  76,  80,  81 

in  the  intestine,  293 
in  the  urine,  459,  513,  514 
in  the  gastric  contents,  271, 
274,  275 
.  See   also  various   fermenta- 
tions, alcoholic,  etc. 
Fermentation  lactic  acid,  properties,  occur- 
rence, etc.,  343,  344 
Fermentation  lactic  acid  in  the  brain,  359 
Fermentation    lactic    acid    in   the    gastric 

contents,  271 
Fermentation  lactic  acid  in  gastric  juice, 

260 
Fermentation  lactic  acid,  formation  of,  in 

the  souring  of  milk,  386 
Fermentation  lactic  acid,  detection  in  the 

gastric  contents,  277 
Fermentation  test  in  the  urine,  498,  503 
Ferments  in  general,  9,  10 

.  See  also  various  enzymes. 
Ferratin,  207 

Fevers,  elimination  of  ammonia  in,  471 
,  elimination  of  uric  acid  in,  428 
,  elimination  of  urea  in,  411 
,  elimination  of  potassium  salts  in, 

470 
,  metabolism  of  proteids  in,  411 
Fibres,  elastic,  in  sputum,  545 

,  reticulate,  316 
Fibrin,  16,  124,  126 

,  occurrence    in    transudations,    188, 

191—195 
,  Henle's,  370 
Fibrin  coagulation,  127—129,  160—168 
Fibrin  calculi,  303,  519 
Fibrin  digestion,  263,  276,  288 
Fibrin  ferment,  12,  127,  128,  163—168 
Fibrin  formation,  127—129,  160—168 
Fibrin  globulin,  128,  132 
Fibrine  soluble.     See  Serglobulin. 
Fibrinogen,  16,  125—129,  165,  166,  183,  189 
Fibrinolysis,   127 

Fibrinoplastic  substance.     See  Serglobulin. 
Fibroin,  16,  58  . 

Filtration,  relation  to  absorption,  320 

,  relation    to    lymph    formation, 
188  I 

Fischer-Weidel's  reaction,  117 
Fish-bones,  324 
Fish-eggs,  24,  377,  382 
Fish-scales,  58,  117 
Fish,  swimming  bladder  of,  117,  543 
Flesh,  accumulation  of,  with  various  foods, 
567,  569,  572—576 
,  metabolism,  in  starvation,  558 
,  metubolism,     with     various     foods, 
566—576  , 
Flesh  quotient,  356 
Fluorine  in  bones,  322 
in  enamel,  326 
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Hy-maggots,  formation  of  fat  in,  328 
Fonetion  martiale,  210 
Poods,  influence  on  the  secretion  of  intes- 
tinal juice,  280 
,  influence   on   the   secretion  of  bile, 

224,  225 
,  influence  on  the  secretion  of  gastric 

juice,  259—260 
,  influence  on   the   secretion   of  pan- 
creatic juice,  283^284 
,  influence  on  the  elimination  of  am- 
monia, 470,  471 
,  influence  on  the  elimination  of  uric 

acid,  427 
,  influence  on  the  elimination  of  urea, 

442,  443 
,  influence  on  the  elimination  of  CO^, 

552,  559,  561 
,  influence  on  the  elimination  of  min- 
eral bodies,  464,  466,  469,  473 
,  influence     on    the    elimination     of 

xanthin  bodies,  434 
,  influence  on  faeces,  301,  307,  549 
,  influence     on     metabolism,     562 — 

576 
,  various,  rich  in  proteid,  566 — 569 
,  various,  mixed,  566 — 569 
,  insufficient  supply  of,  563 — 566 
Food-stuffs,  necessity  of,  546 

,  combustion  heat  of,  554 — 556 
Formaldehyde,  formation  in  plants,  1,  79 
,  combination  with  proteid,33 
,  combination  with  urea,  417 
,  relation    to    sugar    forma- 
tion, 79 
Formanilid,  behavior  in  the  animal  body, 

(foot-note),  479 
Formic  acid  in  butter,  388 

in  gastric  contents,  279 
,  passage  of,  into  urine,  459,  476 
from  cleavage  of  nucleic  acid, 
110 
Frog's  eggs,  membrane  of,  45 
Fructosamin,  523 
Fructose.     See  Levulose. 
Fruit-sugar.     See  Levulose. 
Fundus  glands,\  257,  '269 
Fungi,  glycogen  therein,  211 
Fumaric  acid,  22 

Furbringer's  afbuinin  reagent,  486 
Furfuracryluric  acid,  481'  ' 

Furfural   from  glycuronic  acid, '461 
from  'pentoses,  78 
,  relation  to  proteid  reactions,  28 
,  relation'    to     Pettenkofer's     bile- 
acid  tests,  227      ' 
,  reagent  for  urea,  416 
,  behavior    in    the    animal    body, 
481 
Fuscin,  366 

Galactonic  acid,  84 
Galactose,  73,  84,  89,  391 


Galactose  from  cerebrin,  361 

,  relation    to    formation    of    gly- 
cogen, 216 
Gallaeetophenon,    behavior   in   the  animal 

body,  482 
Gallic  acid  in  urine,  451 
Gallois's  inosit  test,  342 
Galtose,  75 

Gas,  exchange  of,  in  various  ages,  579, 580 
,  exchange  of,  through  the  skin,  529 
,  exchange  of,  in  starvation,  552,  557, 

559 
,  exchange  of,  in  various  conditions  of 
the  body,  352,  559,  561,  578,  580, 
581 
,  exchange  of,  in  the  muscles,  348,  352 
,  exchange  of,  with  various  food-stufifs, 

578 
,  exchange  of,  abstinence  value  of,  561, 
578 
Gases  of  the  blood,  530—535 
of  the  intestine,  296 
of  the  bile,  240,  535 
of  the  urine,  473,  536 
of  the  hen's  egg,  382,  383 
of  the  lymph,  184,  535 
of  the  milk,  395,  400,  536 
at  the  muscles,  346,  348,  352 
of  the  transudations,  190,  536 
in  pancreatic  digestion,  287 
Gastric  catarrh,  275 
Gastric  contents.     See  Chyme. 
Gastric  fistula,  258  , 

Gastric  juice,  258 

,  secretion  of,  258,  259 

,  estimation     of     acidity     of, 

276—279 
,  relation  to  intestinal  putre- 
faction, 300 
,  artificial,  262 

,  action    of,    263—268,    270 — 
276,  391,  398 
Gastric  mucosa,  258,  259 
Gelatin,  56 

,  relation    to   glycogen    formation,      .j 
214  ,1 

,  putrefaction  of,  54,  294 
,  nutritive  value  of,  570,  571 
,  behavior  with  gastric  juice,  266  •* 

,  behavior    with    pancreatic    juice,        ; 
290  ;? 

Gelatin  and  the  detection  of  trypsin,  288 
Gelatin-forming  substances   (see  Collagen), 

54 
Gelatin  peptones,  56 
Gelatin  sugar.    See  Glyoocoll. 
Gelatinous  tissues,  316 
Gelatoses,  56 

,  relation    to    blood    coagulation, 
124 
Gentisic  acid,  451 

,  behavior  in  the  animal  bodv. 
482  ^ 
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Oentisic  aldehyde,  452 

Oerhardt's  dlaeetie  acid  reaction,  509 

^erm  of  the  hen's  egg,  376 

Globin,  62,  147 

Globulieidal  bodies  in  serum,  181 

Globulins,  16 

,  general  characteristics,  30 
in  urine,  487 
in  protoplasm,  100,  101 
.  See  also  the  different  globulins. 
Globuloses,  36 
Glucase,  133,  252,  253,  255 
Glucocyanhydrin,  73 
Glucoheptose,  73 
Gluconic,  72 
Glucoprotein,   18 
Glueosamin  from  chitin,  522 

from  cartilage,  318 
from  ovomucoid,  381 
Glucosan,  80 
Glucose.    See  Dextrose. 
Glucosides,  75,  77 
Glueosoxime,  73 
Glutamic  acid,  67 
Gluten  protein,  43 
Glutin.    See  Gelatin. 
Glutolin,  130 
Glutose,  75 
Glycalanin,  58 
Glycerin  aldehyde,  79 
Glycerin,  relation  to  formation  of  glycogen, 
214 
■ ,  solvent  for  enzymes,  1 1 
Glycerophosphoric  acid,  103,178,199,204,237 
Glycerophosphoric  acid  in  urine,  459,  462 
Glycin.     See  Glycocoll. 
Glycocholic  acid,  227,  228,  239 

,  properties,  227,  228 
,  occurrence       in       excre- 
ments, 297 
,  occurrence    in    bile   from 

various  animals,  240 
,  absorption  of,  315 
,  behavior      to      intestinal 
putrefaction,  297 
Glycooholates  from  rodents,  228 
Glycocoll,  66 

,  properties,  231 

,  formation  from  gelatin,  55,  294 

,  formation    from    other    protein 

substances,  53,  59 
,  relation    to    formation    of    uric 

acid,  426,  429 
,  relation   to   formation,   of   urea, 

412,  431,  476 
,  synthesis  with  glycocoll,  2,  440, 
480,  481 
Glycogen,  88,  100,  211—223 
,  origin  of,  214—218 
,  general  chemical  behavior,  212 
relation    to    muscular    aclsvity, 
348,  352 
,  relation  to  muscle  rigor,  347 


Glycogen,  relation  to  formation  of  sugar, 
217—222,  253 
,  occurrence  in  sputum,  545 
,  occurrence  in  muscles,  342 
,  occurrence  in  the  lungs,  545 
,  occurrence  in  the  lymph,  184 
,  occurrence    in    protoplasm,    100, 
105,  156,  197 
Glycolysis,  133,  184 
Glycolytic  enzyme,  133,  223 
Glyconucleoproteids,  50 
Glycoproteids,  16,  44^50,  102,  380 
Glycosuria,  220—224,  496 

.alimentary,  220,  308 
Glycosuric  acid,  451 
Glycuron,  460 

Glycuronic  acid,  relation  to  formation  of 
glycogen,  214 
,  properties,  460' 
,  conjugated,  445,  449,  460 
,  conjugation    of,     in    the 

body,  477,  482 
,  occurrence    in    cartilage^ 
318,  460 
Glyoxyl  diureid.    See  Allantoin. 
Gmelin's  test  for  bile-pigments,  235 

test   for   bile-pigments  in   urine, 
494 
Goat's  milk,  396,  397 
Goose-fat,  absorption  of,  312 
Gorgonin,  58 

Gout,  elimination  of  uric  acid  in,  427,  428 
Graafian  follicles,  372 
Grape-mol^s,  384 
Grape  sugar.    See  Dextrose. 
Guaiacum  blood  test,  491 
Guanin,  115 

,  properties    and    occurrence,    117, 
118 
in  urine,  435 
Guanin  calcium,  117 
Guanin  gout,  117 
Guano,  117,  427 
Guano-bile  acids,  228 
Guanovulit,  382 
Guanylic  acid,  109,  110 
Gulonic  acid  lacton,  460 
Gulose,  78,  83 
Gums,  various,  88 — 90 
,  animal,  45 
,  animal,  in  urine,  459 
Gunning-Leiben's  acetone  reaction,  508 
Giinzberg's  reagent  for  free  HCl,  277 

Heemataerometer^    539 

Hsematin,  148 

,  relation  to  bilirubin,  243 
,  relation  to  urobilin,  243 
,  properties,   149 

HEBmatinometer,  153 

Hsematinic  acids,  149 

Hsematoblasts,  156 

Hsematochlorin,  383 
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Haematoorit,  169 
Hsemtogen,  377,  382 
Hsematoglabulm.     See  Oxyhsempglobin. 
Hsematoidin,  152 

,  relation  to  bilirubin)  152,  233, 

243 
,  properties,  152 
,  occurrence  in  sputum,  545 
,  occurrence   in   corpora  lutea, 

373 
,  occurrence      in      e:!tcrements, 

302 
,  occurrence  in  sediments,  516 
Heematolin,  150 

Hsematoporphyrin,    relation    to    bilirubin, 
151,  243 
,  relation      to      urobilin^ 

151,  455 
,,  relation      to      protein- 

chromogen,  289 
y  properties,  151 
,  occurrence      in     urine, 

455,  492 
,  occurrence      in      lower 
animals,  525. 
Hsematoporphyrinuria,  492 
Hsematoscope,  152 
Hsematuria,  490 
Hsemerythriri,  154 
Hsemin,  149,  150 
Hsemin  crystals,  150,  491 
Hsemoehromogen,  139,  147,  148 

,  properties  of,  148 
,  occurrence     in    muscles, 
338 
Hsemocyanin,  154 
Haemoglobin,  44,  143 

,  composition  of,  139 

,  properties  and  behavior,  143 

,  quantity  in  blood,   139,   171, 

172—178 
,  quantitative  estimation,,  153, 

154 
,  behavior  in  tryptic  digestion, 

290 
.  See  also  oxyhsemoglobin  and 
the  combinations  of  hsemo- 
globin  with  other  gases. 
Hsemoglobinuria,  490 
Hsemometer,  154 
Haeser's  coefficient,  474 
Hair,  51,  521 

,  ash  of,  521 
,  pigments  of,  524,  525 
Hair-balls,  303 
Half-rotation,  76 

Halogens,  action  of,  on  proteida,  23 
Hammargten'si  reaction   for   bile-pigments, 
235 
reaction  of  bile-pigments,  in 
urine,  495 
Haptogen-membrane,  387 
Heat,  action  of,  on  metabolism,  579,  583 


Heat  of  combustion  of  various  food-stuffs, 
554^556 
,  loss  of,  through  the  skin,.  529^  583 
generated  in  plants,  2 
Helieoproteid,  16,  50 
Heller's  albumin  test,  26 

albumin  test  applied  to  urine,  485 
Heller-Teichmann's  blood  test,  491 
I  Hemialbumose,  35 
Hemicelluloses,  91 
HemicoUin,  56 
Hemielastin,  54 
Hemipeptone,  35 
Hemp-seed  calculi,  517 
Hen's  egg,  376—784 

,  incubation  of,  382,  383 
Herring,  spermatozoa  of,  59 
Heteroalbumose,  36,  38,  488 
Heteroxanthin,  115 

in  urine,   436 
Hexobioses,  84 
Hexon  bases,  68 
Hexoses,  78 — 84 

from  nucleoproteidS,  50 
from  nucleic  acids,  110' 
.  See  also  the  various  hexosesi 
High  altitude,  action  on  the  blood,  175 
Hippakoprosterin,  248 
Hippomelanin,  524 
Hippuric  acid,  440 

,  properties     and     reaction^, 

442 
,  formation,  in  the   body,   2, 

440,  441,  480 
,  cleavage  of,,  440,  442 
,  occurrence  of,  440,  441, 
as  sediment,  516 
Histidin,  19,-  24,  59,  60,  69 
Hjston,  61,  111,  167,  201 

in  urine,  490 
Histozyme,  443 
Hofmana's.  tyrosin  tesi^  65 
Holothuria,  mucin  of,  48 
Homocer^brin,  360—362 
Homogentisie  acid,  446,  450 — 452 
Hopkins's   method    for   the    estimation   of 

uric  acid,  434,  435 
Hoppe-Seyler's  CO  blood  test,  146 

xanthin  tes<;,  117 
Horn,  51,  521,  526 
Horn  substance  in  the  gizzard  of  birds,  52: 

.  See  also  Keratins. 
Huckleberries,  coloring  matter  of,  in  urine,. 

483 
Human  milk,  397—401 

,  behavior    in.    the    stomach, 

270,  398 
,  composition,  398 
Humin  substances  in  urine,  453. 
Humor,  aqueous,  194 
Huppert's  reaction  for  bile-pigments,  235 

reaction    for    bile-pigments    in. 
urine,  495, 
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Hyalines,  48 

of  the  walls  of  hydatid  cysts,  523 
of  Ravida's  substance,  101,  137, 
156,  197 
Hyalogens,  48 
Hyalomucoid,  366 
Hyaloplasm,  106 
Hydatid  cysts,  523 
Hydraerylic  acid,  342 
Hydraemia,  177 
Hydramnion,  384 
Hydrazons,  73 
Hydrobilirubin,  233,  234 

,  relation  to  urobilin,  454 
Hydrocele  fluids,  193 
Hydrochinon,  447,  483 
Hydrochinon-sulphurie  acid,  443,  447 
Hydrochloric   acid,   secretion   in    stomach, 
260,  268,  275 
,  anti-fcrmentive    action 

of,  274 
,  action  of,  on  secretion 
of    pancreatic    juice, 
283 
,  action   of,   on  py'orus, 

272 
,  quantity     of,     in     the 

gastric  juice,  260 
,  quantitative  estimation 
in   gastric   contents, 
278,  279 
,  reagents   for    free   HCl 
in    gastric    contents, 
277 
Hydrocinnamic  acid,  behavior  in  the  ani- 
mal body,  441 
Hydrocyanic  acid,  action  on  peptic  diges- 
tion, 265 
,  action    on    tryptic    di- 
gestion, 289 
,  combination  with 

haemoglobin,  147 
Hydrogen  in  putrefactive  and  fermentive 

processes,  8,  294,  296 
Hydrogen  peroxide  in  urine,  473 

in  oxidations,  6 
,  decomposition     of,     by 
enzymes,  11 
Hydrolytic  cleavages,  8,  9 

.  See  also  the  various 


Hydronephrosis  fluid,  406 

Hydroparacumaric  acid  in  putrefaction  in 
the  intestine,  294 

Hyoglyeocholic  acid,  228 

Hyperalbuminosis,    178 

Hyperglycemia,  220 

Hyperinosis,  178 

Hj^ristonic  solutions,  159 

Hypinosis,  178 

Hypisotonic  solutions,  159 

Hypnotics,  relation  to  formation  of  gly- 
cogen, 214 


Hypogseic  acid,  98 

Hypophysis  cerebri,  iodothyrin  therin,  203 
Hyposulphites  in  the  urine,  462,  476 
Hypoxanthin,  115 

,  relation  to  the  formation  of 
uric  acid,  429 

,  properties,  118 

,  passage  of,  into  urine,  435 

Ichthidin,  377,  382 
Ichthin,  382 

Ichthulin,  16,  49,  377,  382 
Ichthylepidin,  58 
Icterus,  224,  244,  245 
in  blood,  180 
in  urine,  494 
Immunity,  14 

Incubation  of  the  egg,  382 — 384 
Indican  test,  JaflFfi's,  448 

,  Obermeyer's,  449 
Indican,  urine,  447 — 449 

,  elimination  in  starvation,  297, 447 
,  elimination  in  disease,  447,  448 
Indigo,  448 

in  sweat,  529 
in  urinary  sediments,  516 
Indigo  blue,  448,  453 
Indol,  properties,  295,  296 

,  formation  from  protcid,  18,  20 

,  formation  in  putrefaction,  294,  297, 

443,  447 
,  behavior  in  animal  body,  479,  482 
Indophenol  blue,  5,  7 
Indoxyl,  443,  447 

Indoxyl-glycuronic  acid,  447,  449,  482 
Indoxyl  red,  449 

Indoxyl-sulphuric  acid,  443,  447 — 449 
Inosinic  acid,  338,  340 
Inosit,  properties  and  occurrence,  341 
in  urine,  506 
,  relation  to  formation   of  glycogen, 
214 
Intestinal  calculi,  303 
Intestinal  contents,  291—303 
Intestinal  fistula,  280,  293 
Intestinal  gases,  294,  296 
Intestinal  juice,  280 — 282 
Intestinal  mucosa,  280 
Intestine,  putrefactive  processes  in,  293 — 
300 
,  reaction  in,  293,  300 
,  absorption    in,    298 — 300,    304 — 

316 
,  digestive  processes  in,  291 — 294 
Intracellular  enzyme  action,  10 
Inulin,  83,  88 

,  relation  to  formation  of  glycogen, 
214 
Inversion,  85,  216,  266,  280,  291,  308 
Invertin,  12,  86,  280,  308 
Invert-sugar,  84 

Iodides  and  secretion  of  gastric  juice,  268 
Iodine  equivalent,  97 
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Iodine,  passage  of,  into  milk,  404 
,  passage  of,  into  sweat,  529 
,  passage  of,  into  saliva,  256 
Iodized  albuminates,  23,  58 
Iodized  fats,  327,  403 
iodo-eholalic  acid  compound,  229 
Iodoform,  behavior  in  the  animal  body,  477 
test,  Gunning's,  508 
test,  Lieben's,  508 
lodogorgonic  acid,  58 
lodospongin,  58 
lodothyrin,  201,  203 
lones,  relation  to  ferment  action,  12 
Iron  in  blood,  134,  170,  171 

in  blood-pigments,  139,  148,  150,  153, 

243 
in  bile,  238,  243 
in  urine,  472 
in  the  liver,  209,  210,  243 
in  milk,  395,  399,  401 
in  the  spleen,  199,  200 
in  muscles,  345,  354 
in  new-born,  199,  210,  401 
in  protein  substances,  7,  16,  31,  113, 

199,  207,  243 
in  cells,  121 
,  elimination  of,  238,  243,  256,  472 
and  blood  formation,  176,  377 
,  absorption  of,  176 
granules  in  the  spleen,  199 
Iron  salts,  elimination  by  the  urine,  472 
,  action  on  the  blood,  176 
,  action  on  trypsin  digestion,  289 
,  absorption  of,   176 
Iron   starvation^   565 
Ischuria  in  cholera,  528 
Isocholesterin,  246,  248 

in  vemix  caseosa,  526 
Isocreatinin,  338,  339 
Isodulcite,  78 
Isodynamie  law,  556 
Isoglucosamin,  74 
Isomaltose,  84,  86,  253,  285 

in  urine,  459 
Isosaccharin,     relation    to    formation     of 

glycogen,  214 
Isotonic  solutions,  159 
Isotropous  substance,  332 
Ivory,  326 

Jafffi's  indican  test,  448 

creatinin  test,  424 
Janthinin,  526 

Japanese,  nutrition  of,  585,  586 
Jaune  indien,  460 
Jeeorin,  105,  172,  199 

,  properties  and  occurrence,  209 
Jequirity  bean,   14 
Jolles's  reaction  for  bile-pigments,  495 

Kairin,  action  on  the  urine,  483 
Kaufmanii's  method  of  studying  metabo- 
lism, 553 


Kephalines,  359,  362 
Kephir,  392 

,  anti-putrefaotive  action,  298 
Kerasin,  360,  362 
Keratiiiose,  52 
Keratins,  16,  51,  52 

,  properties,  51,  52 
,  behavior  in  the  stomach,  266 
,  behavior   with   pancreatic  juice, 
290 
Ketoses,  72,  74 
Kidneys,  406 

,  relation    to    formation    of    uric 

acid,  431 
,  relation  to  formation  of  urea,  414 
,  relation  to  formation  of  hippuric 
acid,  442 
Kjeldahl's  method  of  determining  nitrogen, 

417 
Knapp's  titration  method,  503 
Knee-joint  cartilage,  320 
Knop-Htifner's     method    for    determining 

urea,  421 
Koprosterin,  247,  302 
Kumyss,  392 
Kyestein,  516 
Kynurenic  acid,  451,  452,  463 

Laborer,  diet  of,  585,  590 
Laetalbumin,  16,  391 
Lactase,  281,  392 

Lactates.    See  Lactic  acids,  also  344. 
Lactic-acid- fermentation,  76,  81,  271,  274, 

276,  342,  386, 
392 
in  intestine,  292, 

308 
in  stomach,  274, 

276 
in     milk,     386, 
396 
Lactic  acids,  342 — 345 

in  intestine,  293 
in  urine,  343,  429,  459 
in  bones,  324 

in  stomach,  260,  270,  274 
,  relation  to  formation  of  uric 

acid,  429 
.  See  also  Paralactic  and  Fer- 
mentation lactic  acids. 
Lacto-caramel,  392 
Lacto-globulin,  391 
Lactones  of  varieties  of  sugars,  72 
Lacto-phosphoearnic  acid,  391 
Laeto-protein,  391 
Lactose.     See  Milk-sugar,  391 
Laevo-lactic  acid,  342 
Laiose,  505 
Lanoeeric  acid,  527 
Lanolin,  248 
Lanopalmitic  acid,  527 
Lanugo  hair,  384 
Lard,  absorption  of,  312 
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Latebra,  376 
Laurie  acid,  92 

in  butter,  388 
in  spermaceti,  98 
Laxatives,  action  on  the  blood,  178 
Lead    colic,    elimination    of    urobilin    in, 

456 
Lead  in  the  blood,  170 
in  the  liver,  211 
.passage  of,  into  milk,  404 
Lecithalbumins,  31 

,  relation    to    secretion    of 

gastric  juice,  269 
,  relation     to     secretion    of 
urine,  405 
Lecithin,  properties,  occurrence,  etc.,   103, 
104 
in  milk,  399 
,  action  on  coagulation  of  blood,. 

166 
,  putrefaction  of,  104,  297 
,  relation    to    muscular    activity, 
350 
Legal's  acetone  reaction,  509 

indol  reaction,  259 
Legumin  from  peas,  43 
Leinolic  acid,  92 
Lens  (see  Crystallin  lens),  367 
,  capsule  of,  367 
,  fibres  of,  367 
Leo's  method  for  determination  of  acidity, 
.     278 
sugar,  505 
Lepidoporphyrin,   525 
Lepidotic  acid,  525 
Lethal,  98 
Leucaemia,   blood,  115,  178 

,  uric  acid,  elimination  in,  200, 

427,  428 
,  xanthin    bodies    in,    115,    178, 
435 
Leuceines,  18 
Leucines,  18 
Leucin,  18,  62—64 

,  relation  to  formation  of  uric  acid, 

429 
,  relation  to  formation  of  urea,  412, 

476 
J  preparation,  65,  66 
,  properties,  62 — 64 
,  passage  of,  into  urine,  511 
,  behavior  in  the  animal  body,  412, 
476 
Leucin  ethylester,  64 
Leucinic  acid,  63 
Leucinimid,  19,  22 
Leucocytes,  relation  to  absorption,  306 

,  relation   to  formation  of  uric 
acid,  430 
in  thymus  gland,  301 
Leucomaines,  14 

in  urine,  463 
in  muscles,  341 


Leuconuclein,  163,  165,  166,  201 
Levulinic  acid,  78,  109 
Levulose,  72,  73,  74,  78,.  83,  84 
in  urine,  505 
,  relation  to  glycogen  formation, 

215,  221 
,  absorption  of,  308 
,  behavior  in  diabetics,  221 
in  transudations,  190 
Lichenin,  88 

Lichen's  acetone  reaction,  508 
Lieberkiihh's  alkali-albuminate,   18,  32 

glands,  280 
Liebermann's  reaction  for  proteids,  27 
Liebermann-Burchard's  reaction  for  choles- 

terin,  247 
Liebig's   titration   method   for   estimating 

urea,  418 — 421 
Ligamentum  nuchae,  53,  54 
Lignin,  90 

Linseed  oil,  feeding  with,  327 
Lion's  urine,  425 
Lipacidsemia,  179 
Lipsemia,  179 

Lipanin,  absorption  of,  312 
Lipochromes,  134,  377 
Lipolytic  enzyme  in  the  blood,  134 
Lipuria,  511 
Lithium  in  blood,  170 
Lithium  lactate,  344 
Lithium  urate,  432 
Lithobilic  acid,  304 
Lithofellic  acid,  231,  304 
Lithuric  acid,  463 
Liver,  206—211 

,  relation    to    coagulation  .  of   blood, 

168 
,  relation  to  formation  of  uric  acid, 

428,  431 
,  relation  to  formation  of  urea,  412, 

413,  414,  431 
,  blood  of,  173,  218 
,  proteids  of,  207 
,  fat  of,  208,  209 
,  quantity  of  sugar  in,  218 
Liver  atrophy,  acute,  yellow, 

,  elimination  of  ammonia  in, 

415 
,  elimination     of     urea     in, 

415 
,  elimination   of   leucin    and 

tyrosin  in,  511 
,  elimination    of   lactic    acid 
in,  343,  459 
Liver  cirrhosis,  ascitic  fluid  in,  193 

,  action  of,  on  the  elimina- 
tion   of    ammonia    and 
urea,  415 
Liver  dextrin,  214 

Liver  extirpation,  elimination     of     ammo- 
nia with,  415,  428 
,  elimination  of  uric  acid 
with,  428 
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Liver    extirpation,    elimination    of    lactic 
aeida  with,  343,  428, 
459 
,  action  on  formation  of 
bile,  241,  242 
Lung  catheter,  539 
Lungs,  554,  555 
Luteins,  377,  378 

in  corpora  lutea,  373 
,  egg-yolk,  377 
in  serum,  134 
,  relation  to  hsematoidin,  373 
Lymph,  183—188 
Lymphagogues,  187 
Lymphatic  glands,  198 
Lymph-cells,  quantitative   composition    of, 
201 
.  See  also  Leucocytes. 
Lymph-fibrinogen.     See  Tissue-fibrinogen. 
Lysatin,  19,  69,  412 
Lysatinin,  19,  69,  289 
Lysin,  19,  24,  59,  68,  289 
Lysuric  acid,  68 

Mackerel,  flesh  of,  355 
Madder,  feeding  with,  344 
Magnesium  in  urine,  466,  472,  475 
in  bones,  322,  325 
in  muscles,  345,  354 
.  See  also  various  tissues  and 
fluids. 
Magnesium  phosphate    in    intestinal    cal- 
culi, 303 
Magnesium  phosphate  in  urine,  466,  472 
Magnesium  phosphate  in  urinary  calculi, 

516,  518 
Magnesium    phosphate    in    urinary    sedi- 
ments, 514,  516  , 
Magnesium  phosphate  in  bones,  322 
Magnesium  soaps  in  excrements,  301 
Malaria,  180 
Malic  acid,  behavior  in  the  animal  body, 

476 
Maltase,  86 

in  blood,  133 
Malt  diastase,  253 
Maltodextrin,  89 
Maltose,  85 

,  formation   from  starch,   89,   253, 

285 
,  absorption  of,  308,  309 
,  relation    to  .  glycogen    formation, 

216 
,  action  with  intestinal  Juice,  280, 
291,  308 
Mammary  glands,  385,  403,  404 
Mandelic  acid,  479 
Man  in  poorhouse,  diet  of,  589 
Mannite,  78,  83 

,  relation    to    formation    of    gly- 
cogen, 214 
Mannose,  75.  78,  83,  91 
Mannoso-cellulose,  91 


Mare's  milk,  396,  397 
Margarine  and  margaric  acid,  94 
Marsh-gas,  formation  in  putrefaction,  294, 

296 
Maschke's  acetone  reaction,  424 
Meat  extracts,  action  on  secretion  of  gas- 
tric juice,  259 
Meat  in  intestinal  tract,  307 
,  calorific  value  of,  554,  555 
,  digestibility  of,  272 
,  composition  of,  329,  354—356 
.  See  also  muscles. 
Meconium,  302 
Medulla  oblongata,  363 
Melansemia,   180 
Melanins,  524 

,  relation  to  blood-pigments,  524 
,  relation     to     proteinchromogen, 

289 
,  properties   and   occurrence,   524, 
525 
in  the  eye,  366 
in  hair,  493 
Melanogen  in  the  urine,  493 
Melanoidic  acid,  524 
Melanotic  sarcoma,  pigment  of,  524,  525 
Melebiose,  87 
Melissyl  alcohol,  98 
Mellitaemia,  179 
Membranines,  48,  321,  367 
Menstrual  blood,  174 
Menthol,    behavior   in   the    animal   body, 

482 
Mercapturic  acid,  482 
Mercury  salts,  passage  of,  into  milk,  404 
,  passage  of,  in  sweat,  529 
,  action  on  ptyalin,  254 
,  action  on  trypsin,  289 
Mesitylen,  behavior  in  the  animal   body, 

480 
Mesitylenic  acid,  480 
Mesitylenuric  acid,  480 
Metabolism,   dependence   of  external  tem- 
perature upon,  583 
in  various  ages,  579 
in  work   and  rest,   350 — 354, 

580—582 
in  different  sexes,  579 
in  starvation,  556 — 562 
with     different     food  -  stuffs, 

566—578 
in  sleep  and  waking,  582 
,  calculation  of  extent  of,  549 — 
554,  561,  562 
Metalbumin,  374 

Metaphosphoric    acid,    constituent    of    nu- 
cleins,     31,     108. 
112 
,  as  reagent  for  pro- 
<  teids,  26,  485 

Methsemoglobin,  144 

in  blood  in  poisoning,  180 
in  urine,  490 
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Methal,  98 

Methane,    formation    in    putrefaction,    20, 

294,  296 
Methose,  79 
Methylenitan,  79 
Methyl  glycocoU.     See  Sarcosin. 
Methylguanidin,  339,  423 
Methylguandin-aeetio  acid.    See  Creatin. 
Methylhydandoinie  acid,  476 
Methyl  indol.     See  Skatol. 
Methyl  meicaptan  in  proteid  putrefaction, 
20,  54,  294,  296 
in  urine,  483 
Methyl  pentose.     See  Rhamnose. 
Methyl   pyridin,    behavior   in   the   animal 

body,   479 
Methyl-pyridyl-ammonium  hydroxide,  483 
Methyluramin,  339,  423 
Methyl  xanthin,  115,  435,  436 
Mett's  method  of  estimating  pepsin,  264 
Micrococcus  restituens,  306 
Micrococcus  ureae,  10,  514 
Microorganisms  in  intestinal  tract,  12,  274, 

294,  297,  301 
Milk,   385—405 

,  secretion  of,  402 — 404 

,  consumation    of,    in    intestine,    307, 

313 
,  blue  or  red,  404 

,  anti-putrefactive  action  in  intestine, 
298,  444 
in  disease,  404 
,  passage  of  foreign  bodies  into,  404 
,  behavior  in  the   stomach,  270,  274, 

398 
,  action   on   the   secretion   of   gastric 

juice,  259 
,  action  on  the  secretion  of  pancreatic 

juice,  284 
.  See  also  different  varieties  of  milk. 
Milk-fat,  388,  397 

,  analysis  of,  394 
,  formation   of,  403 
Milk-globules  from  cow's  milk,  387,  388 

from  human  milk,  397 
Milk-plasma,  388 
Milk-sugar,  87,  391,  392 

,  relation  to  formation  of  gly- 
cogen, 216 
,  properties,  391,  392 
,  fermentation,  386,  392,  396 
,  inversion  of,  281,  291,  392 
,  calorific  value  of,  554 
,  quantitative  estimation,  395 
,  absorption  of,  308 
,  passage  of,  into  urine,  216,  392, 

505 
,  origin  of,  385,  403,  404 
Millon's  reagent,  27 

Mineral   acids,   alkali-removing   action   of, 
408,  471,  535,  563 
,  anti-fermentive    action    of, 
274 


Mineral  acids,  action  on  the  elimination 

of  ammonia,  471,  565 
Mineral  bodies,  elimination  in  starvation, 
560 
,  insufficient      supply      of, 

562—566 
,  behavior  in  the  organism, 

563 
.  See  also  the  various  fluids, 
tissues,  and  juices. 
Mitoplasm,  106 
Mixture  of  the  nitrogenous  substances  in 

the  urine,  411,  427,  428 
Modified  proteids,  29 

Mohr's  titration  method  for  chlorine,  464 
Molisch'a  sugar  test,  82 
Monamido  acids,  62 
Monosaccharides,  72 — 84 
Moore's  sugar  test,  80 
Mbrner-Sjbqvist's    method    of    estimating 
urea,  421 
method    of    estimating 
acidity,  278 
MOmer's  reaction  for  aceto-acetic  acid,  510 
Morphin,  passage  of,  into  urine,  483 
,  passage  of,  into  milk,  404 
Mucic  acid,  84,  89,  392 

,  relation   to  formation  of  gly- 
cogen, 214 
Mucilages,  vegetable,  88,  90 
Mucin,  16,  45,  46 

in  sputum,  545 
in  connective  tissue,  316 
in  urine,  462,  489 
in  salivary  glands,  45,  249 
,  detection  of,  in  urine,  489 
Mucin-like  substances  in  bile,  226 

in  urine,  462,  489 

in  kidneys,  406 

in     thyroid     gland, 

201 
in  Synovial  fluid,  195 
Mucinogen,  47,  250 
Mucinoids.     See  Mucoids. 
Mucin  peptone,  46,  266 
Mucoids,  16,  47,  48 

in  ascitic  fluids,  190,  193 
in  the  vitreous  humor,  317,  367 
in  the  cornea,  321 
Mucose,  46 

Mucous  glands,  45,  249 
Mucous  membranes  of  the  stoiuach,  257 
Mucous  tissue,  316 
Mucus  of  the  bile,  225,  239 

of  the  urine,  406,  462,  489 
of  synovial  fluid,  195 
Mulberry  calculi,  518 
Murexide  test,  433 

Muscle,  coagulation  of,  334,  336,  346,  357 
Muscle-fibres,  332 
Muscle-pigments,  337 
Muscle-plasma,  333 
Muscle-serum,  333 
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Musele-stroma,  335 
Musele-sugar,  342 
Musele-syntonin,  336 
Muscles,  striated,  356 

,  unstriated,  332—356 

,  blood  of,  174,  348,  349 

,  chemical   processes   in   work   and 

rest,  347—354 
,  chemical  processes  in  rigor,  346, 

347 
,  proteids  of,  333—337 
,  extractives  of,  338 — 345 
,  pigments  of,  337 
,  fat  of,  345,  352,  355 
,  gases  of,  346,  348,  352 
,  calorific  value  of,  554,  555 
,  mineral  bodies  of,  345,  356 
,  amount  of  water  in,  355 
,  composition  of,  354 
Muscosamin,  46 

Muscular  energy,  origin  of,  352 — 354 
Muscular  force,  chemical  processes  in  mus- 
cles, 347—354 
,  action   of,   on   urine,  408, 

423,  425,  461 
,  action  of,  on  metabolism, 
347—354 
Musculin,  16,  335,  337 
Mussels,  glycogen  of,  211 
Mustard-seed  oil,  action  on  the  secretion 

of  pancreatic  juice,  284 
Mutton-fat,  feeding  with,  327 

,  absorption  of,  312,  313 
Myco-protein,  17 
Myeline  forms,  104,  359 
Myelines,  359 
Myoalbumose,  335 
Myoalbumin,  335 
Myogen,  337 
Myogen  fibrin,  334,  337 
Myoglobulin,  335 
Myohsematin,  338 
Myoproteid,  337 
Myosin,  334,  337 

,  in  leucocytes,  156 
,  absorption  of,  304 
Myosin  ferment,  336 
Myosin  fibrin,  334,  337 
Myosinogen,  336,  337 
Myosinoses,  36 
Myricin,   98 
Myricyl  alcohol,  98 
Myristic  acid  in  animal  fat,  92 
in  butter,  388,  397 
in  bile,   237 
in  wool-fat,  527 
Myxcedema,  202,  203,  317 

Nails,  51,  521 

Naphthalin,  action  on  urine,  483 

,  behavior  in  the  animal  body, 
479 
Naphthol-glycuronic  acid,  482,  483 


Naphthol,  reagent  for  sugar,  82,  500 

,  behavoir    in   the   animal   body, 
482,  483 
Narcotics,  relation  to  glycogen  formation, 

214. 
Native  proteids,  29 
Navel  cord,  mucin  of,  45,  47,  317 
Neossin,  48 
Nerves,  364 
Neuridin,  359,  362,  376 
Neurin,  103 

,  in  suprarenal  capsule,  204 
,  in  protagon,  369 
Neurochitin,  364 
Neurokeratin,  51,  358,  364 
Neutral  fats.     See  Fats. 
Nickel  salts,  behavior  to  amido-aeids,  68 
Nicotin,  action  on  quantity  of  COj  in  the 

stomach,  271 
Nitrates  in  the  urine,  470 
Nitric-oxide  haemoglobin,  147 
Nitro-benzaldehyde,   behavior   in   the  ani- 
mal body,  480 
Nitro-benzoic  acid,  22,  480 
Nitro-benzyl  alcohol,  481 
Nitro-cellulose,  91 
Nitro-hippuric  acid,  480 
Nitro-phenyl-propiolic    acid,    reagent    for 

sugar,     82, 
500 
,    behavior    in 
the  animal 
body,  449 
Nitro-toluol,  behavior  in  the  animal  body, 

482 
Nitro-tyrosin  nitrate,  65 
Nitrogen,  combined,  amount  of,  in  intesti- 
nal       evacuations, 
548,  549 
,  in  meat,  356,  550 
,  in  urine,  4H 
,  estimation        of,        in 
urine,  417,  421 
Nitrogen  elimination  in    work    and    rest, 
350,      351,      352, 
580 
in     starvation,     557, 

558 
with    various    foods, 

566—576 
by  the  intestine,  307, 

548,  549 
by    the    urine,    411, 
467,    469,    548— 
550 
by     the     epidermis, 

549 
by  the  sweat,  528, 
548 
,  relation  to  the 
elimination  of 
phosphoric  acid, 
467 
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Nitrogen  elimination,  relation  to  the 
elimination  •  of 
sulphuric  acid, 
469,  550 
,  relation  to  digestive 
activity,  471, 
548,  570 
Nitrogen,  free,  in  blood,  530 

,  in  intestine,  296 
,  in  stomach,  271 
,  in  secretions,  534 
,  in  transudations,  536 
Nitrogen  in  the  proteid  molecule,  17,  18 
Nitrogenous  deficit,  549 
Nitrogenous  equilibrium,  549 

,  w  i  t  h      various 
foods,     567, 
569,  572,  573, 
575 
Nitroso-indol  nitrate,  295 
Nubecula,  406,  462 
Nucleic  acids,  50,  107,  109—111,  113 
in  the  urine,  489 
,  combination    of,   with    pro- 
tamins,  371 
Nuclein  bases,  49, 50, 107, 108, 109, 113—120 

in  the  urine,  435 
Nucleins,  50,  107,  108,  112,  113 

,  relation    to    elimination    of    al- 

loxuric  bases,  435 
,  relation    to    formation    of    uric 

acid,  429,  430 
,  relation   to  elimination  of  P2O1S, 

466 
,  absorption,  550 

,  behavior  with  gastric  juice,  266 
,  behavior   with  pancreatic  juice, 
290 
Nuclein  plates,  157 
Nucleo-albumins,  16,  30 

in  the  bile,  226 
in  the  urine,  462,  489 
in  the  kidneys,  406 
in  protoplasm,  30,  101 
in  synovial  fluid,  195 
in  transudations,  189, 190, 
192 
,  behavior  in  pepsin  diges- 
tion, 30,  265,  398 
Nucleo-histon,  16,  101,  111 

,  relation    to    coagulation    of 
blood,  164,  166 
in  urine,  490 
Nucleo-proteids,  16,  31,  50,  108,  111,  112 
in  the  liver,  207 
in  gastric  juice,  260,  261 
in  mammary  glands,  385 
in  muscles,  336,  359 
in  the  kidneys,  405,  406 
in  the  pancreas,  282 
in  protoplasm,  101 
in    cell    nucleus,    106,    111, 
112- 


Nucleo-proteids,  as  oxygen  carriers,  7 

,  behavior   in   pepsin   diges- 
tion, 50,  112,  266 
Nueleon,  340 

in  milk,  391,  399 
Nucleosin,  110 
Nucleothymic  acu,  110 
Nutrition  requirements,  568 

of  man,  584—590 
Nylander's  reagent.     See  Almfin-Bottger's 
sugar  test. 

Obermeycr's  indican  test,  449 

Obermflller's  cholesterin  reaction,  247 

Odoriferous  bodies  in  the  urine,  516 

CEdema,  subcutaneous,  fluid  from,  195 

dertel's  diet  cure,  590,  591 

(Esophagus  fistula,  258 

Oleic  acid,  95 

Olein,  94,  95 

Oligaemia,  177 

Oligoeythsemia,  177 

Oliguria,  475 

Olive  oil,  absorption  of,  312 

,  action  on  the  secretion  of  bile,225 
Onions,  behavior  with  saliva,  255 
Onuphin,  48 
Oocyanin,  382 
Oorodein,  382 
Opalisin,  388,  398 
Opium,  404 
Optograms,  366 
Organic  acids,  behavior  in  the  animal  body, 

407,  461,  476 
Organized  proteids,  568,  569 
Organs,  loss  of  weight  in  starvation,  561 
Organs  of  generation,  370 — 385 
Ornithin,  19,  68,  480,  481 
Ornithuric  acid,  68,  480 
Orthonitro-toluol,  482 
Orthonitro  -  phenyl  -  propiolic     acid.       See 

Nitro-phenyl-propiolic  acid. 
Orylic  acid,  391 
Osamins,  75 

Osamines  of  varieties  of  sugar,  75 
Osazones,  73 

Osmosis,  relation  to  absorption,  187,  315 
Osmotic  pressure  of  blood,  159 
Osone,  74 
Ossein,  55,  321,  324 
Osteomalacia,  324,  325 

,  lactic  acid  in  urine,  343 
Osteoporosis.    See  Osteosclerosis. 
Osteosclerosis,  324 
Otoliths,  369 
Ovalbumin,  16,  379 

,  behavior  in  the  animal  body, 
131,  380 
Ovarian  cysts,  373—376 
Ovaries,  372 
Ovglobulin,  379 
Ovomucin,  379 
Ovomucoid,  48,  380,  381 
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Ovovitellin,  16,  376 

Ovum,  376—384 

Oxalate  calculi,  517 

Oxalate  of  lime.     See  Calcium  oxalate. 

Oxalates,  action  on  blood  coagulation,  124 

Oxalic  acid  in  the  blood,  179 

in  the  urine,  438,  439 
,  behavior  in  the  animal  body, 
438,  476 
Oxaluria,  .439 
Oxaluric  acid,  426,  438 
Oxamid,  18 
Oxidases,  7 
Oxidation  ferment,  6 

Oxidations,  1—9,  142, 221,  294,  330, 413, 414, 
429,  443,  447,  454,  476,  477,  478,  480,  537 
Oximes,  73 
Oxonic  acid,  426 

Oxyacids,  formation  in  putrefaction,  294 
,  passage  of,  in  urine,  294,  450 
,  passage  of,  in  the  svpeat,  529 
Oxybenzoic  acid,  behavior  in  the  animal 

body,  480 
Oxybenzols,  479 
Oxybutyric  acid  in  the  Hood,  535 

,  passage  of,  into  the  utine, 
471,  510 
Oxycarnie  acid,  44 
Oxyfatty  acids,  92 

Oxygen,  consumption  in  work  and  test,  348,  i 
352 
in  starvation,  559,561 
by  the  skin,  529 
Oxygen,  activity  of,  4  -7,  142 

in  the  blood,  531,  536—540 

in  the  intestine,  296 

in  the  lymph,  184,  535 

in  the  stomach,  271 

in  the  swimming-bladder  of  fishes, 

543 
in  secretions,  535,  536 
in  transudations,  536 
,  combination  of,  in  the  blood,  140, 

141,  536,  539,  540 
,  tension  of,  in  blood,  537 — 541 
,  tension  of,  in  expired  air,  538^540 
,  action  of  CO^  in  expired  air,  542^^ 

544 
,  lack  of,  action  on  proteid  destruc- 
tion, 343,  350,  351,  411 
,  lack  of,  action  on   elimination  of 

lactic  acid,  343,  459 
,  lack  of,  action  on  elimination  of 

sugar,  343,  459 
,  specific  capacity,  541 
Oxygen  carriers,  7—8,  142 
Oxygen,  calorific  value  in  the  combustion 

ol  different  foods,  553 
Oxygen  consumption  in  the  blood,  144,  532 
Oxyhasmatih,  148 
Oxyhsemocyanin,  154 
Oxyhsemoglobin,  140 

,  dissociation  of,  140,  551 


Oxyhaemoglobin,  properties  and  reactions, 
140,  141 
,  quantity  of,  in  the  blood, 

139,  171,  172,  177 
,  quantity  in  the  muscles, 

337 
,  passage  of,  into  the  urine, 

490 
,  behavior      with      gastric 

juice,  266 
,  behavior  with  trypsin,291 
Oxyhydro-paracumaric  acid,  451 
Oxymandelic  acid,  451,  452 
Oxynapthalin,  479 
Oxynitro-albumin,  22 
Oxyphenyl-acetie  acid,  64,  294,  451,  481 
Oxyphenyl  -  amido  -  propionic     acid.       See 

Tyrosin. 
Oxyphenyl-propionic  acid,  23,  294,  451,  482 
Oxyproteic  acid  in  urine,  461 — 483 
Oxyproto-sulphonic  acid,  23 
Ozone,  3 

Ozone  exciter,  142 
Ozone  transmitter,  142 

Palmitic  acid,  94 
Palmitic-aicid  ester,  98 
Palmitin,  94 
Pancreas,  282,  283 

,  relation  to  glycolysis,   133,  224, 

283 
,  extirpation  of,  action  on  absorp- 
tion, ^07,  310—314 
,  extirpation    of,    elimination    of 

sugar,  221—223 
,  charge   of,   200 
,  change  during  secretion,  282 
Pancreas  diabetes,  222 
Pancreas  proteid,  77,  283 
Pancreas  rennin,  290 
Pancreatic  casein,  290 
Panc'reatic  juice,  283 

,  secretion  of,  283,  284 
,  enzymes  of,  284 — 291 
,  action      on      food-stuffs, 
282—290 
Parabanic  acid,  116,  426 
Paracasein,  390 
Parachymosin,  267 
Paraeresol,  formation  in  putrefaction,  294, 

443,  444 
Paraglobulin.    See  Serglobulin. 
Parahaemoglobin,  141 
Paralaetie  acid,  342,  343 

in  the  blood,  134,  172,  344 
,  relation    to    formation    of 

uric  acid,  429 
,  properties  and  occurrence, 

343,  345 

,  formation   from   glycogen, 

344,  346 

,  formation  in  osteomalacia 
bones,  325 
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Paralaotic  acid,  formation  in  muscle  dur- 
ing work,  349,  352 
,  formation,  in  rigor  mortis, 

346 
,  formation,      in     lack      of 

oxygen,  344,  349,  459 
,  formation,       in       animals 
with  •  extirpated   livers,  ! 
344,  459 
,  passage  of,  into  the  urine, 
429,  459 
Paralbumin,  874 
Paralytic  saliva,  250 
Paramidophenol,  478 
Paramucin,  375 
Paramyosinogen,  335 
Paranuclein.     See  Pseudonuclein. 
Para-oxyphenyl-acetic  acid,  294,  450,  451 
Paraoxyphenyl  propionic  acid,  450,  451 
Paraoxypropiophenon,  behavior  in  animal 

body,  482 
Parapeptone,  265 
Paraxanthin,  115,  436 

in  urine,"  436 
Parietal  or  delomorphic  cells,  257 
Parotid,  249 
Parotid  saliva,  251 
Parovarial  cysts,  375 
Pea  legumin,  43 
Pemphigus  chronicus,  195 
Penicillum  glaueum,  63 
Pentacrinin,   526 

Pentamethylendiamin.    See  Cadaverin. 
Pentosanes,  77 
Pentoses,  77 

,  relation  to  glycogen  formation, 
78,  214 
in  urine,  506 
in  pancreas,  78 
in  nuclein  bases,  109 
in    nucleoproteids,    50,    78,    208, 
385 
,  relation    to    elimination    of   hip- 
puric  acid,  442 
Penzoldt,  acetone  reaction,  509 
Pepsin,  260 

,  properties,  261 

,  detection  in  gastric  contents,  276 
,  quantitative  estimation,  263,  264 
,  occurrence  in  the  urine,  314,  462 
,  occurrence  in  muscles,  338 
,  action  on  proteid,  263 
,  action  on  other  bodies,  266 
Pepsin-like  enzyme,  260,  261 
Pepsin  digestion,  263,  267 

,  products  of,  260,  265,266 
Pepsin  glands,  257 
Pepsin-hydrochloric  acid,  266 
Pepsinogen,  257,  269 
Pepsin  test,  263 
Peptoehondrin,  318 
Peptones,  33— iO 

in  putrefaction,  20,  294  | 


Peptones  in  pepsin  digestion,  33—39,  266 
in  trypsin  digestion,  33—39,  289 
,  assimilation  of,  322 — 325 
,  relation  to  amylolysis,  256 
,  preparation,  40 
,  nutritive  value  of,  306,  571 
,  absorption  of,  304,  306 
,  passage  of,  into  urine,  305,  487 
,  action  on  the  secretion  of  gastric 
juice,  259 
Peptone-plasma,  124,  162 

,  carbon-dioxide  tension,  543 
Peptonuria,  520 
Pericardial  fluid,  189,  191 
Perilymph,  369 
Period  of  incubation,  383 
Peritoneal  fluid,  189,  192 
Permeability  of  the  blood  corpuscles,  160 
Peroxyprotic  acid,  23 
Perspiratio  insensibilis,  548 
Pettenkof er's  test  for  bile  acids,  227 

respiration  apparatus,  544 
Phacozymase,  368 
Phaseomannit,  341 
Phenaceturic  acid,  443,  479,  480 
Phenol-glycuronic  acid,  444,  482 
Phenol-sulphuric  acid  in  the  urine,  443 — 
446 
in  sweat,  528 
Phenols,  elimitiation    by    the    urine,    299, 
443—450,  478^81 
in  starvation,  297 
,  estimation  in  the  urine,  445,  448 
,  action  on  the  urine,  446,  483 
,  formation     in     putrefaction,     21, 

294^443,  444 
,  behavior  in  the  animal  body,  294 
Phenyl-aeetie  acid,  formation  in  putrefac- 
tion, 22,  294 
,  behavior  in  the  animal 
body,  479 
Phenylalanin,    66.      See    Phenylamidopro- 

pionie  acid. 
Phenyl-amido-acetie  acid,  behavioT  in  the 

animal  body,  479,  480 
Phenyl-amido-propionic  acid,  23 
Phenyl-amido-propionic   acid,   behavior   in 

the  animal  body,  478,  480 
Phenyl-glueosazone,  82 
Phenyl-glueoshydrazine,  73 
Phenyl-hydrazine  test,  81 

in  the  urine,  498 
Phenyl-lactosazone,  392 
Phenyl-maltosazone,  86 
Phenyl-propionic  acid,  behavior  in  the  ani- 
mal body,  441,  479 
Phenyl-propionic    acid,    formation   in   pu- 
trefaction, 23,  294,  441 
Philothion,  4 
Phlebin,  138 
Phlorhizin,  219,  507 
Phlorhizin  diabetes,  219,  507 
Phloroglucin  as  reagent,  78,  277,  506 
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Phosphate  calculi,  518 
Phosphate  diabetes,  467 
Phosphates  ia   urine,    407,   466—469,   484, 
514r-516 
.  See   also   the   different   phos- 
phates. 
Phosphocarnic  acid,  43,  338,  340 

in  the  milk,  391 
in  the  urine,  462 
in     relation     to     the 
elimination   of   COj 
and  lactic  acid,  347 
in  relation  to  muscu- 
lar    activity,     352, 
354 
Phospho-glyco-proteid,  44,  49 
Phosphoric  acid,  elimination  bv  the  urine, 
466,  469,  472 
,  formation     in     muscular 

activity,  350 
,  physiological  importance, 
121 
Phosphorized   combinations  in  the  urine, 

462 
Phosphorus     poisoning,     action     on     the 
elimination     of 
ammonia,  415 
,  action      on      the 
elimination     of 
urea,  415 
,  action      on      the 
elimination    of 
lactic  acid,  340, 
459 
,  fatty       degenera- 
tion caused  by, 
208,  328 
,  change      in      the 
urine,  340,  415, 
511 
Photomethsemoglobin,  145 
Phrenosin,  361 

Phthalic  acid,  behavior  in  the  body,  478 
Phylloporphyrin,  139 
Phymatorusin,  524 

in  the  urine,  493 
Physetoelic  acid,  98 
Phytosterines,  246 
Phytovitellin,  43 

a-Picolin,  behavior  in  the  animal  body,  481 
Picric  acid,  reagent  for  proteid,  26,  488 
,  reagent  for  creatinin,  424 
.  ,  reagent  for  sugar,  82,  500 

Pigment  calculi,  245 
Pigments  of  the  eye,  365—367 

of  the  blood,  138—155 

of    the    blood-serum,    134,    377, 

378 
of  the  corpora  lutea,  152,  376 
of  the  egg-shell.  382 
of  the  fat-cells,  326 
of  the  bile,  233—237,  240,  242 
of  the  urine,  453 — 459 


Pigments  of  the  skin,  524 — 527 

of  the  lobster,  382,  525 
of  the  liver,  208  . 
of  the  muscles,  337,  338 
of  lower  animals,  525,  526 
,  medicinal  pigments  in  the  urine, 
483,  496 
Pigmentary  alcoholia,  240 
Pig's  milk,  397 
Pike,  flesh  of,  356 

,  stomach  of,  262 
Pilocarpin,  action  on  the  secretion  of  in- 
testinal juice,  280 
,  action   on    the    elimination    of 

CO2  in  the  stomach,  271 
,  action    on     the    secretion     of 

sweat,  528 
,  action     on     the    secretion     of 

saliva,  256 
,  action   on   the   elimination    of 
uric  acid,  428 
Piperazin  solvent  for  uric  acid,  432 
Piperidin,  432 
Piqfire,  221 

Piria's  tyrosin  test,  65 
Placenta,  363 

Plants,  chemical  processes  in  the  same,  1,  2 
Plasma.    See  Blood-plasma. 
Plasmoschisis,  162 
Plastin,  106,  113 
Plattner's  crystallized  bile,  226 
Plethora  polycythsemia,  176 
Pleural  fluid,  189,  191 
Plums,  action  on  the  elimination  of  hipi- 

puric  acid,  441 
Poikilocytosis,  177 
Poisonous  proteids,  48 
Polarization  test,  499 
Polycythsemia,  176,  181 
Polyperythrin,  526 
Polysaccharides,  87 — 92 
Polyuria,  475 
Pons  varolii,  363 
Pork-fat,  absorption  of,  313 
Potassium  combinations,  division  of,  in  the 

form-elements  and  fluids,  121 
Potassium  combinations,  elimination  of.  in 

fevers,  470 
Potassium  combinations,  elimination  of,  ia 

starvation,  471 
Potassium    combinations,    elimination    by 

the  saliva,  256 
Potassium  combinations  in  the  urine,  479 
Potassium   chlorate,   poisoning   with,    144, 

184 
Potassium  phosphate  in  yolk  of  eggs,  37S 
in  muscles,  345 
•in  cells,   121 
Potassium  sulphocyanide  in  the  urine,  461 
in     saliva,     251, 
252 
Potatoes,  consumation  of,  in  the  intestine, 
310 
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Potential  energy  of  various  foods,  554 — 556 
Preglobulin,  101,  112,  163 
Preputial  secretion,  526 
Primary  albumoses,  37 
Prisoners,  food-ration  for,  589 
Propepsin,  269 
Propetones,  33 

Propylamin,  solvent  for  uric  acid,  432 
Propyl  benzol,  479 
.  Propylen  glycol,  relation  to  formation  of 
glycogen,  214 
Prostatic  calculi,  372 

secretion,  370,  371 
Prostetic  group,  50 
Protagon,  105,  358,  360 
Protalbumose,  36 
Protamin,  15,  24,  59 
Proteid,  separation  from  fluids,  29 

,  approximate     estimation    in    the 

urine,  488 
,  circulating     and     tissue     proteid, 

568 
,  action   on   the   formation   of  gly- 
cogen, 215,  216 
,  active,  4 

,  living  and  dead,  4 
,  detection  of,  25—28 
,  detection  of,  in  urine,  483 — 490 
,  quantitative  estimation  of,  28 
,  quantitative     estimation     of,     in 

urine,  488,  490 
,  quantitative     estimation     of,     in 

milk,  393,  394 
,  absorption  of,  304—308 
,  passage    of,   into   the   urine,   343, 

461,  462.  483 
,  heat  of  combustion  of,  554,  555 
,  digestibility  in  gastric  juice,  264, 

265,  272—276 
,  digestibility    in    pancreatic   juice, 
288,  289 
Proteid  bodies   in  general,  16 — 44 

,  poisonous,  13,  14,  43 

,  summary    of    the    various, 

16,  29—44 
,  vegetable,  43 

.  See  also  the  various  proteid 
bodies  of  the  tissues  and 
fluids. 
Proteid  metabolism  in  work  and  rest,  350 — 
354,  580 
in  starvation,  557,  558 
in  various  ages,  580 
with     different     foods, 

566—577 
after  feeding  with  thy- 
roid extracts,  202 
Proteid  putrefaction,  13,  20,  294—300,  441, 

443 — 450 
Protein  chromogen,  20,  289 
Protein  substances,  J5 — 71.     See  also  indi- 
vidual protein  bodies.  . 
Proteoses,  36.    See  Albumoses. 


Prothrombin,  127,  163—165 

Protic  acid,  338 

Protoeatechuic  acid,  behavior  in  the  body, 

446 
Protoelastose,  54 
Protogelatose,  57 
Protogen,  33 
Protone,  60 
Protoplasm,   101 

Protoplasm   poisons   and   proteid   destruc- 
tion, 411 
Pseudohsemoglobin,  138,  143 
Pseudolevulose,   75 
Pseudomucin,  47,  375 

in  ascitic  fluidSj  193 
in  the  gall-bladder,  241 
Pseudonueleic  acid,  108 
Pseudonucleins,  30,  107 

from  casein,  265,  390,  398 
from  vitellin,  376 
,  consumation    and    absorp- 
tion, 299,  550 
Pseudotagatose,  75 
Paeudoxanthin,  341 
Psittacofulvin,  525 
Psyllosteryl  alcohol,  526 
Psyllosteryl  ether,  526 
Ptomaines,  13,  22 

in  the  urine,  463,  512 
Ptyalin,  252 

,  behavior  with  hydrochloric  acid, 

254 
,  action  on  starch,  253 — 2|r7 
Pulmotartaric  acid,  545 
Purin,  114 

Purin  bases,  110 — 114 
Purin  nucleus,  114,  115 
Purple,  525 
Purple  cruorin,  143 
Pus,  196—198 
,  blue,  198 
in  urine,  493,  494 
cells,  197 
serum,    196 
Putresein,  13,  69 

in  intestine,  512 
in  the  urine,  463,  512 
Pyin,  192,  196,  198 
Pyinie  aoid,   198 
Pyloric  gland,  257—269 
Pyloric  secretion,   269 
Pyoeyanin,  198 

in  sweat,  529 
Pyogenin,  197,  301 
Pyosin,  197,  361 
Pyoxanthose,  198 

Pyridin,  behavior  in  the  body,  483 
a-Pyridin-earbonie  acid,  481 
a-Pyridinurie  acid,  481 
Pyrocateehin,  446 

,  occurrence  in  urine,  446 
,  occurrence      in      suprarenal 
capsule,  204 
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Pyrocatechin,  occurrence  in'  transudations, 

190,  195 
Pyrocatechin-sulpKuric  acid,  443 — 446 
Pyromucic  acid,  481 
Pyromucin-ornithurie  acid,  481 
Psychical  period  of  secretion,  259 
Putrefactive  processes,  5,  13,  20 

in  intestines,  294—300,  441, 
443—452 

Quadriurates,  432,  514 
Quercite,  78 

,  relation    to   glycogen   formation, 
214 
Quercitin,  78  - 
Quinic  acid,  behavior  in  the  animal  body, 

441 
Quinin,  passage  of,  into  urine,  483 
,  passage  of,  into  sweat,  529 
,  action   of,   on   the  elimination   of 

uric  acidj  428 
,  action  on  the  spleen,  200 
Quotient,  respiratory,  330,  352,  552,  582 

Bacemic  acid,  behavior  in  the  animal  body, 

476 
Kachitis,  bones  in,  324,  325 
Radishes,  behavior  with  saliva,  255 
Kaffinose,  87 

Eedueing  substances,,  formation  of,  in  pu- 
trefaction and  fer- 
mentation, 5,  296 
,  occurrence      of,      in 

blood,  5,  133 
,  occurrence       of,      in 
the  intestine,  296, 
454 
,  occurrence      of,      in 

urine,  459 
,  occurrence      of,      in 
transudations,   190, 
194 
Reduction  processes,  1,  2,  5,  7,  234,  296, 

330,  441,  454,  477 
Reiehert-Meissl's  equivalent,  97 
Reindeer,  milk  of,  396 
Rennin,  260,  267,  389,  390 

,  detection  of,   in  gastric  contents, 

276 
,  detection  of,  in  .the  pancreas,  290 
,  passage  of,  into  urine,  462 
Rennin  cells,  257 
Rennin  glands,  257 
Rennin  zymogen,  257,  267 
Resacetophenon,  482 
Reserve  cellulose,,  91 
Resin  acids,  transition  into  the  urine',  483, 

485 
Respiration,  external,  530,  536 — 542 
.internal,  530,  543 
of  the  hen's  egg,  383 
of  plants,,  2 


Respiration.    See  also  Exchange  of  Gas  un- 
der various  conditions. 

Respiratory  quotient,  330,  352,  552,  582 

Rest,   metabolism   during,    347,    348—352,. 
582 

Reticulin,  16,  57,  316 

Retina,  364 

Reversion,  85 

Reynolds'  acetone  reaction,  508 

Rhamnose,  71,  77 

,  relation    to     glycogen    forma- 
tion, 78,  214 

Rheometer,  540 

Rhodizonie  acid,  341 

Rhodophan,  366 

Rhodopsin,  365 

Rhubarb,  action  on  the  urine,  483,  496. 

Rib-cartilage,  320 

Ribose,  78 

Rice,  relation  to  excrements,  307 

Rigor  mortis  of  the  muselesj  346,  347 

Roberts'     method     of     estimating     sugar, 
504 

Rodents,  bile-acids  of,  231,  240 

Rods  of  the  retina,  pigments  of,  365 

Rosenbach's  bile-pigment  test,  394 
urine  test,  511 

Rovida's  hyaline  substance,  101,  137,  156, 
197 

Rubner's  sugar  test,  82,  499 

Rye  bread  in  the  intestine,  307,  310 

Saccharic  acid,  72,  460 

,  relation  to  glycogen  forma- 
tion, 214 
Saccharin,  relation  to  glycogen  formation, 

214 
Saccharogen  in  the  mammary  gland,  404 
Saccharose.     See  Cane  Sugar. 
Salicylic  acid,  action  on  pepsin  digestion, 
265 
,  action  on  metabolism,  577 
,  action  on  trypsin  digestion, 

289 
,  behavior     in     the     animal 
body,  480 
Salicyl  aldehyde,  oxidation  of,  6 
Salicyl-sulphonic  acid  as  proteid  reagent, 

26 
Saliva,  249—257 

,  secretion  of,  256,  257 
,  mixed,  252 

,  physiological  importance,  256 
,  behavior  in  the  stomach,  257 
,,  various  kinds  of,  250,  251,  252 
,  action  of,  253,  254,  255 
,  composition  of,  255 
Salivary  cakuli,  257 
Salivary  diastase.    See  Ptyalin. 
Salivary  glands,  24'9 
Satlikowskir's  eholesterin  reaction,  247 
Salkowski-Ludwig's  method  of  estimating^ 
uric  acid,  434s 
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Salmin,  59,  60,  372 
Salmon,  flesh  of,  338 

,  sperma  of,  59,  372 
Salmonucleic  acid,  108 
Saltpetre,  action  on  metabolism,  577 
Salts.    See  the  various  salts. 
Salt-plasma,  124 
Salts  of  vegetable  acids,  behavior  in  the 

organism,  408 
^amandarin,  527 

Santonin,  action  on  the  urine,  483,  496 
Saponification  equivalent,  97 
Saponification  of  neutral  fats,  93,  97,  286, 

292,  310,  311—314 
Sarcolaetic  acid.     See  Paralactic  acid. 
Sareolenjma,  332 
Sareomelanin,  524 
Sarcomellanlc  acid,  524 
Sarcosin,  339 

,  behavior  in  the  animal  body,  476 
Sarkin.    See  Hypoxanthin. 
Scherer'a  inosit  test,  342 

reactioni  for  leucin,  64 
reaction  for  tyrosin,  65 
Schiff's  reaction  for  cholesterin,  247 
reaction  for  uric  acid,  433 
reaction  for  urea,  416 
Schreiner's  base,  371 
Schweitzer's  reagent,  90 
Sclerotica,  368 
Scombrin,  60 
ScyUit,  199 
Scymnol,  226 

Scymnol-sulphuric  acid,  226 
Sebacic  acid,  95 
Sebum,  526 

Secondary  albumoses,  37 
Sedimentation  of  the  blood  corpuscles,  136 
Sediments.     See  Urinary  sediments. 
Sedimentum  lateritium,  407,  432,  513 
Selivanoff'a  reaction  for  levulose,  83,  505 
Semen,  370 
Semiglutin,  56 
Seminose.    See  Mannose. 
Senna,  action  on  the  urine,  483 
Seralbumin,  16,  130 

,  detection    of,    in    the    urine> 

484—486 
,  quantitative     estimation,     of, 

132,  488 
,  absorption  of,  304 
,  behavior  in  the  animal  body, 
131,  380 
Berglobulin,  16,  129 

,  relation  to  the  coagulation  of 

the  blood,  163 
,  detection  of,  in  the  urine,  484 
,  quantitative     estimation     of, 
130,  488 
Sericin,  16,^58 
Sericoin,  59^ 
Serin,  59,  130 
gerolin,  131 


Serous  fluids,  185—196    • 
Serum.     See  Blood-serum. 
Serum  casein.    See  Serglobulin. 
Sex,  influence  on  metabolisih,  580 
Sharks,  bile  of,  226 

,  urea  in  bile  of,  238 
Sheep's  milk,  397 

Shell-membrane  of  the  hen's  egg,  51,  381 
Silicic  acid  in  feathers,  521 
in  urine,  472 

in  hen's  egg,  378,  381,  382 
Silicic  acid  ester  in  feathers,  521 
Silk  gelatin,  58 
Sinistrin,  animal,  103 
Sincalin,  103 
Skatol,  22,  294,  295 

,  formation  in  putrefaction,  294, 443, 

449,  450 
,  behavior  in  the  animal  body,  394, 
444,  449,  479,  482 
Skatol-acetie  acid,  22 
Skatol-amido-acetic  acid,  22 
Skatol-earbonic  acid,  450 
Skatol-pigment,  450 
Skatoxyl,  295,  449,  450 
Skatoxyl-glyeuronie  acid,  450 
Skatoxyl-sulphuric  acid,  443,  449,  450 
in  sweat,  565 
Skeletins,  58 

Skeleton  at  various  ages,  323 
Skin,  521—530 

,  excretion  through,  525 — 529 
Sleep,  metabolism,  580 
Smegma  prseputii,  526 
Smith's  reaction  for  bile-pigments,  495 
Snail  mucin,  45 
Snake  poison,  14 
Soaps  in  blood-serum,  132 
in  chyle,  183,  310 
in  pus,  197 
in  excrements,  301 
in  bile,  225,  237 
,  importance  of,  in  the  emulsification! 
of  fats,  286,  292,  311,  313 
Sodium     alcoholate     as     a     saponification 
-   agent,  93,  97 

SodXum,  butyrate  in  acetomiria,  507 
Sodium  chloride,  elimination  by  the  urine, 
136,  468,  464 
,  elimination  by  the  sweat, 

528 
,  physiological  importance, 

564 
,  quantitative     estimation, 

464,  465 
,  influence  on  the  quantity 

of  urine,  577 
,  influence  on  the  elimina- 
tion! of  urea,  577 
,  influence  on  the  secretion 

of  gastric  juice,  268 
,  behavior   with  food  rich 
in  potassium,  564 
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Sodium    chloride,  ■  insufficient    supply    of, 
136,  268,  564 
,  action    on    pepsin    diges- 
tion, 265 
,  action  on  trypsin  diges- 
tion, 288 
Sodium    compounds,    elimination    by    the 
urine,  470 
,  division    among    the 
form-elements  and 
fluids,  121 
.  See  also  the  various 
tissues  and  fluids. 
Sodium  phosphate  in  the  urine,  407,  466, 

467,  513 
Sodium  salicylate,  action  on  the  secretion 

of  bile,  225 
Sodium  sulphate,  taction  on  proteid  meta- 
bolism, 577 
Sodium     tartrate,     relation     to    glycogen 

formation,  214 
Soldiers,  diet  of,  589 
Sorbinose,  83 
Sorbite,  73 

Source  of  muscular  energy,  352,  353 
Sparing  theory,  216 
Specific  rotation,  76 
Spectrophotometry,  153,  154 
Sperma,  59,  370—372 
Spermaceti,  98 
Spermaceti  oil,  98 
Spermatin,  372 
Spermatocele  fluids,  193    • 
Spermatozoa,  371,  372 
Spermin,   371 
Spermin  crystals,  370 
Spherules,  24,  376,  382 
Sphygmogeniij,  205 

Spider  excrement,  guanin  therein,  117 
Spider  poison,  14 
Spiegler's  reagent,  486 
Spirographin,  48 
Spirogyra,  121 
Spleen,  199,  200 

,v  relation    to    formation    of    blood, 

200 
,  relation  to  formation  of  uric  acid, 

200,  429,  430 
,  relation  to  digestion,  200 
,  blood   of  the,   173 
Spleen  pulp,  199 
Splitting  processes,  1,  2,  9 
Spongin,  16,  58 
Sputum,  544,  545 
Starch,  87 

,  hydrolytic   cleavage  by  intestinal 

juice,  281 
,  hydrolytic  cleavage  by  pancreatic 
juice,  285 
■        ,  hydrolytic  cleavage  by  saliva,  253, 
254 
J  calorific  value  of,  554 


Starch,  absorption  of,  308,  309 

,  behavior  in  the  stomach,  271 
Starch  cellulose,  87 
Starch  granulose,  87 
Starvation,  action  on  the  blood,  175,  180 

■,  action  on  the  secretion  of  bile, 

224 
,  action  on  the  urine,  297,  410, 

427,  441,  447 
,  action   on   the   elimination   of 

indican,  297,  447 
,  action   on   the   elimination   of 

oxalic  acid,  438 
,  action    on    the    secretion    of 

pancreatic  juice,  283 
,  action   on   the   elimination   of 

phenol,  297 
,  action     on     metabolism,     553, 

556—562 
,  quantity  of  nitrogen  in  excre- 
ments in,  549 
,  death  from,  556 
Starvation  cures,  590,  591 
Steapsin,  285 
Stearic   acid,   94 
Stearin,  94 

,  absorption  of,  312 
Stercobilin,  234,  302,  455 
Stereorin,  247,  302 
Stethal,  98 

Stokes's  reduction  fluid,   143 
Stokois's  reaction  for  bile-pigments,  495 
Stomach,  importance  in  digestion,  273,  274 
,  relation    to    intestinal    putrefac- 
tion, 275 
,  auto-digestion  of,  274 
,  digestion  in  the,  270 — 275 
Stomachic  glands,  257,  269,  270 
Streptococcus,  behavior  with  gastric  juice, 

274 
Stroma  fibrin,  138 
Stroma  of  the  blood-corpuscles,  137 

of  the  muscles,  336 
Strontium  salts  and  blood  coagulation,  124 
Struma  cystica,  204 

Strychnin,  passage  of,  into  the  urine,  483 
Sturgeon,  sperma  of,  59,  372 
Sturin,  59 

Sublingual  glands,  249 
Sublingual  saliva,  251 
Submaxillary  glands,  249 
Submaxillary  mucin,  44,  45 
Submaxillary  saliva,  250 
Succinic  acid  in  putrefaction,  20 

in  the  fermentation  of  mUk, 

386 
in  the  intestine,  293 
in  the  spleen,  199 
in  transudations,  190,  194 
in  the  thyroid  glands,  201 
,  passage    of,    into    the   urine, 
459 
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col'*'"'  acid,  passage  of,  into  the  sweat, 

Sugar,    relation    to    worls:,    348,    349,    352, 
353 
,  formation  from  fats,  218,  353 
,  formation  from  peptones,  218 
Sugar  formation  in  the  liver,  217—219,  222, 
223 
after     pancreas     extirpa- 
tion, 222,  223 
Sugar,  behavior  on  subcutaneous  injection, 
216 
,  behavior  to  blood-corpuscles,  160 
.  See  also  various  kinds  of  sugar. 
Sugar  tests  in  the  urine,  496 — 504 
Sulphoeyanides  in  the  urine,  461 

in  the  saliva,  251,  252 
Sulphonal  intoxication,  urine  in,  492 
Sulphone,   behavior   in   the   animal   body, 

477 
Sulphonic   acids,   behavior   in    the   animal 

body,  477 
Sulphur  of  proteids,  18 

in  the  urine,  461,  462 
,  elimination    of,    in    activity,    351, 

461,  462 
,  elimination  of,  with  lack  of  oxy- 
gen, 461,  462 
,  neutral     and     acid     sulphur     in 

urine,  461 
,  behavior  in  the  organism,  461, 462 
Sulphur  methsemoglobin,  146 
Sulphuretted  hydrogen  in  putrefaction  in 

the  intestine,  294,  296 
Sulphuretted  hydrogen  in  the  urine,  462 
Sulphuric  acid,  ethereal,  and  sulphate  in  the 
urine,  469 
,  elimination  of,  in  activity, 

351 
,  elimination      of,      by      the 

urine,  469 
,  elimination      of,      by     the 

sweat,  528,  529 
,  estimation  of,  469 
,  relation    to   elimination   of 

nitrogen,  351,  469,  549 
,  action  on  pepsin  digestion, 
264 
Suprarenal  capsule,  204 
Sweat,  527—529 

,  secretion  of,  527 
action  of,  on  the  urine,  407,  408 
Swimming-bladders  of  fishes,  gases  of,  543 
,  guaninin,  117 
Sympathetic  saliva,  250 
Synovial  fluid,  195 
Synovin,  195 

^°  '  of  ethereal  sulphuric  acids,  294, 

443,  447,  449,  482 
of  proteid,  24 
of  conjugated  glycuronic  acids, 

445,  449,  460,  477,  482 


Synthesis  of  uric  acid,  426,  429 
of  urea,  410,  413,  414 
of  hippurie  acid,  2,  440 
of   varieties   of   sugars,   73,   74, 
79 
Syntonin,  32,  336 

,  calorific  value  of,  555 

Tagatose,  75 

Talonic  acid,  84 

Talose,  75,  84 

Tapeworm  cyst,  195 

Tannic  acid,  behavior  in  the  animal  body, 

482 
Tartar,  257 

Tartaric  acid,  relation  to  glycogen  forma- 
tion, 214 
,  passage  of,  into  sweat,  528 
,  behavior  in  the  animal  body, 
476 
Tatalbumin,  379 
Taurin,  232 

,  behavior  in  the  animal  body,  476 
Tauro-earbamic  acid,  476 
Taurocholic  acid,  228 

,  quantity  in  various  biles, 

239,  240 
,  occurrence  in  meconium, 

302 
,  decompositioB  in  the  in- 
testine,  297 
,  proteid   precipitating   ac- 
tion, 26 
Tea,  action  on  metabolism,  578 
Tears,  368 
Teeth,  325 

Teiehmann's  crystals,  149,  150,  491 
Tendon  mucin,  45,  316 
Tendon  synovia,  195 
Tension  of  the  CO2  in  the  blood,  539 — 543 
in  the  tissues,  543 
in  the  lymph,  184 
O  in  the  blood,  536—541 
Terpen-glycuronic  acid,  482 
Terpentine,  action  of,  on  the  secretion  of 
bile,  225 
,  action   of,   on   the  urine,   482, 

483 
,  behavior  in  the  animal  body, 
482  ■' 

Tetanin,  13 

Tetronerythrin,  154,  525 
Testis,  370 
Tewfikose,  392 

Thallin,  action  on  the  urine,  483 
Theobromin,  115 

,  behavior  in  the  animal  bodv, 
436  ■' 

Theophyllin,  115 

,  behavior  in  the  animal  body, 

436      ■  ' 

Thioalcokols,  behavior  in  the  animal  bodv. 

477  ■" 
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Thioglycolie  acid,  behavior  an  ihe  a-aimaJ 
body,  477 

Thiolactio  acid,  S2 

Thiophen,  481 

Thiophenic  acid,  481 

Thiophenurie  acid,  481 

Thrombin,  127,  128,  162-t165 

Thrombosin,  165 

Thymin,  110 

Thymic  aeii  110 

Thymus,  200 

,  relation    to    the    eliminatioiJ    of 
allantoin,  440 

Thymus-nucleic  acid,  109 

Thyreoantitoxin,  202 

Thyreoglobulin,  203 

Thyreoproteid,  202 

Thyreoproteine,  201 

Thyroid  gland,  201,  202 

,  relation    to    proteid    eata- 
bolism,  202 

Thyroiodin.    See  lodothyrin. 

Tissue-flbrinpgen,  101,  112,  166 

Tollen's  reaction  for  pentoses,  506 

Toluhydrochinon,  451 

Toluol,  behavior  in  the  animal  body,  441, 
479 

Tolurie  acid,  480 

Toluylendiamin,  poiaoping  with,  244 

Toluylic  acid,  480 

Tonus,  chemical,  of  the  muscle,  347 

Tooth  tissue,  325 

Tortoise,  bones  of,  322 

Tortoise-shell,  51,  526 

Toxalbumins,  14 

,  relation  to  the  coagulation 
of  the  blood,  161 

Toxins,  13,  206 

Transudations,  188—198,  536 

Trehalose,  87 

Tribromaoetic  acid,  22 

Tribromamido-benzoic  acid,  22 

Tricalcium  casein,  389 

Trichloracetic  acid  as  reagent,  26 

Trichlorbutyl  alcohpl,  behavior  ill  the  ani- 
mal body,  477 

Tr'ehlorbutyl-glyeuronic  acid,  477 

Triehlorethyl-glycuronic  acid.     See  Uroch- 
loralic  acid. 

Trichlorpurin,  114 

Trinitro  albumin,  22 

Triolein,  95 

Tripalmitin,  94 

Triple  phosphate  in  urinary  sediments,  514, 
516 
in    urinary    calculi,    516, 
518 

Tristearin,  94 

Trommer's  test  for  sugar,  81,  497 

Trommer's  test  for  sugar,  behavior  with 
glycuronic  acid,  461 

Trommer's  test  for  sugar,  behavior  with 
uric  acid,  433 


Trommer's  test  for  sugajr,  behavior  with 

ceratinin,  423 
Tropics,  metabolism  in  inhabitants  of,  584 
Trypsin,  282,  287 

,  action  on  proteids,  288 
,  action  on  other  substances,  290 
Trypsin  digestion,  288 

,  action  of  various  condi- 
tions upon,  288,  289 
,  products  of;  289 
Trypsin  zymogen,  287,  290 
Tryptophan,  20,  289 
Tuberculinic  acid,  59 
Tubereulosamin,  59 
Tubo-ovarial  cysts,  375  " 
Tunicin,  521,  522 
Turacin,  525 
Turacoyerdin,  525 
Typhotoxiii,  13 
Tyrosin,  64 

,  in  urine,  511 

,  in  sediments,  511,  516 

,  detection  of,  65,  SIX 

,  origin  of,  19,  20,  64,  294 

j  behavior     in     putrefaction,     294, 

441,  443      , 
,  behavior  in  the  animal  body,  478, 
479 
Tyrosin-aulphuric  acid,  65 

Uflfelmann's  reaction  for  lactic  acid,  277 
Ultzmann's  test  for  bile-pigments,  495 
Ursemia,  bile  in,  240 

,  gastric  contents  in,  276 
,  sweat  in,  528 
Uramido  acids,  476 
Uramido-benzoic  acid,  480 
Urates,  432 

in  sediments,  406,  514,  515 
Urea,  410 

,  elimination  in  starvation,  410,  558 
,  elimination  in  children,  411,  580 
,  elimination  in  disease,  411,  415,  471 
,  elimination  after  various  foods,  410, 

566,  567,  568,  570—576,  577 
,  progress  of  elimination  after  meals, 

570 
,  properties  and  reactions,  415 — 417 
,  formation  and  origin,  412--r415,  470, 

471 
,  quantitative  estimation,  417 — 422 
,  splitting  by  ferments,  10,  416,  514 
,  synthesis,  410,  412 — 415 
,  occurrence   in   the   blood,    134,    172, 

179,  414,  415 
,  occurrence  in  the  bile,  238,  410 
,  occurrence   in    the   vitreous   humor, 

366 
,  Occurrence  in  the  liver,  410,  431 
,  occurrence  in  the  muscles,  338 
Urea  nitrate,  416 
Urea  oxalate,  416 
Ureids,  18,  426,  439 
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Ureometer,  £sba(^'s,  422 

Urethan.     See  Carbamie  acid  lethyl-ester, 

422 
Urio  acid,  426 

,  elimination  in  disease,  427,  428 
,  elimination   after   feeding   with 

nuclein,  429 
,  relation  to  urea,  426,  431 
,  properties  and  reactions,  431 — 

433 
,  formation  in  the  animal  body, 

428-^31 
,  formation  from  ammonia,  428 
.    ,  relation  to  leucocytosis,  430 
,  relation  to  the  spleen,  200,  429, 

430 
,  quantitative    estimation,    433--- 

435 
,  syntheses  of,  426 
,  behavior   in   the   animal   body, 
1  431 

,  occurrence  of,  426 

,  occurrence  of,  in  the  blood  in 

pneumonia,  179 
,  occurrence  of,  in  butterflies,  427, 
i  525 

,  occurrence  of,  in  sweat,  529 
,  occurrence  of,  in  sediments,  406, 
432,  513,  514 
Uric-acid  calculi,  517 
UricacidEemia,  179 
Urinary  calculi,  516 — 520 
Urinary  pigments,  453 — 459,  493 
,  medicinal,  496 
Urinary  sand,  516 
Urinary  sediments,  406,  514 — 516 
Urine,  405—521 

,  excretion  of,  473 

,  inorganic  constituents  of,  463-^73 

,  poisonous  constituents  of,  463 

,  organic  pathological  constituents  of, 

483—513 
,  physiological  constituents  of,  410 — 

473 
,  casual  constituents  of,  475 — 483 
,  color  of,  407,  453,  475,  483,  490,  492, 

494,  496 
,  solids,  calculation  of,  474 
,  quantity  of  solids,  475 
,  alkaline  fermentation  of,  416,  459, 

514 
,  acid  fermentation  of,  513 
,  gases  of,  473 
,  quantity  of,  473 — 475 
,  physical  properties  of,  406 — 410 
,  reaction  of,  407,  408,  513 
,  acidity  of,  407,  408 
,  estimation  of  acidity,  408,  468 
,  specific  gravity  of,  408,  409 
,  determination    of    specific    gravity, 

409,  474,  475 
,  passage  of  foreign  bodies  into,  475 — 
483 


Urine,  reducing  power  of,  459 
,  composition  of,  475 

Urine  indican,  447 

Urine  indigo,  447,  449,  453,  511,  516 

Urine  poison,  463 

Urine  sugar.    See  Dextrose. 

Urinometer,  409 

UrobUin,  463,  454—458 

,  relaition   to   bilirubin,   234,   243, 

454,  455 
,  relation  to  choletelin,  453 
,  relation  to  heematin,  243,  455 
,  relation     to     haematoporphyrin, 

151,  455 
,  relation  to  hydrobilirubin,  234, 454 

Urobilin  icterus,  456 

Urobilinogen,  453,  457 

Urobilinoid  bodies,  454 

Urobilinoidin,  454 

Urocamic  acid,  463 

Urochloralic  acid,  460,  477 

Uroehrome,  453,  454 

Urocyanin,  453 

Uroerythrin,  453,  458 

Urofuscohsematin,  493 

Uroglaucin,  453 

Urohaematin,  453 

Urohodin,  453 

Uroleucic  acid,  446,  450,  452 

Urcrmelanins,  453 

Uronitro-toluolic  acid,  482 

Urophafein,  453 

Urorubin,  453 

Urorubrohsematin,  493 

Urorosein,  453,  493 

Urospectrin,  492 

Urostealith,  518 

Urotoxic  coefficient,  463 

Uroxanthin,  447 

Uroxonic  acid,  426 

Uterine  milk,  383 

Valerianic  acid,  18,  23 

Vegetable    acids,    behavior    of   the   alkali 

salts  of,  in  body,  408,  476 
Vegetable  gums,  88,  90 
Vegetable  mucilages,  88,  90 
Vegetable  myosin,  43 
Vegetable  proteid,  43 
Vegetarians,  food  of,  573,  586 

,  excrement  from,  300 
Vernix  caseosa,  526 
Vesicatory   blisters,   195 
Visual  purple,  365 
Visual  red,  365 
Vitali's  pus-blood  test,  491 
Vitellin,   16 

in  yolk  of  egg,  376 

in  protoplasm,  101 
Vitellolutein,  378 
Vitellorubin,  378 
Vitelloaes,  36 
Vitreous  humor,  366 
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Water,  drinking  of,  action  in  the  elimina- 
tion   of    chlorides, 
464 
,  action  on  the  elimina- 
tion   of    uric    ac' ', 
428 
,  action  on  the  elimina- 
tion of  urea,  576 
,  action  on  the  deposi- 
tion of  fat,  576 
,  action   on   the   excre- 
tion of  urine,  473, 
474 
Water,  elimination  of,  by  the  urine,  473 — 
475,.  548 
,  elimination  of,  by  the  skin,   527, 

548 
,  elimination  of,  in  starvation,  560 
,  elimination  of,  importance  for  the 

animal  body,  562 
,  elimination  of,  quantity  of,  in  the 

various  organs,  562 
,  elimination,  lack  of,  in  the  food, 
562 
Wax  in  plants,  98,  526 
Weidel's  xanthin  reaction,  117 
Weyl's  reaction  for  creatinin,  424 
Wheat  bread,  absorption  of,  307 
Whey,  387 
Whey  proteid,  390 
White  of  egg,  378 

,  calorific  value  of,  554 
Witch's  milk,  401 
Woman's  milk.     See  Human  milk. 
Wool-fat,  248,  527 

Work,  action  on  the  elimination  of  chlorine, 
464 
,  action  on  the  elimination  of  phos- 
phoric acid,  467 


Work,   action  on   the   elimination   of  sul- 
phur, 351,  461 
,  action  on   the   necessity   for  food, 

588—590 
,  action    on    metabolism,    548 — 552, 
579—583 
Worm-MuUer's  sugar  test,  497 
Xanthin,  115,  116 

in  the  urine,  435 
in  urinary  calculi,  518 
,  in  urinary  sediments,  516 
,  detection   and   quantitative  esti- 
mation, 120,  121,  437 
Xanthin  bodies.    See  Nuclein  bases. 
Xanthin  calculi,  518 
Xantho-creatinin,  341,  350,  425 
Xanthophan,  366 
Xanthoproteic  acid,  22 
Xanthoproteic  reaction,  27 
Xanthorhamnin,  78 

Xylol,  behavior  in  the  animal  body,  479 
Xyloses,  78,' 91 

,  relation     to     the     formation     of 
glycogen,  77,  214 

Yeast-cells,  relation  to  fermentation,  9,  10 
Yeast  nucleic  acid,  109 
Yolk  of  the  hen's  egg,  376 
Yolk-spherules,  376,  382 

Zinc  in  the  bile,  238 
in  the  liver,  211 
,  passage  of,  into  milk,  404 
Zooerythrin,  525 
Zoofulvin,  525 
Zoorubin,  525 

Zymase  from  beer-yeast,  10 
Zymogens.    See  various  enzymes.' 
Zymoplastic  substances,  163,  165,  166 


